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When the instep 


sleps out 





Buying children’s shoes too big “ to allow for 
growth ”’ usually means that the shoe round 
instep and heel is too loose. ‘The foot slips 
forward and the toes get almost as cramped 
as they would if the shoes were too small. 
To prevent this, Clarks make their children’s 
shoes to fit snugly round the upper part of 
the foot while leaving space for growth at 
the toe. 

Each size and half-size is made in several 
widths and girths, and Clarks’ Footgauge 
determines which is each child’s own par- 
ticular size and shape. Feet shod with such 
care will always remain well-formed. 
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Emergency 
measure.. 


The anticipated effects of glucose as an 
energiser and restorer are to some extent lost if 
the patient shows a degree of unwillingness to 
accept it. 


But the common aversion to the sickly, 
sometimes nauseating, taste of glucose in many 
of its ordinary forms is strikingly absent whenever 
LUCOZADE is Offered. 


LUCOZADE is so. palatable, so refreshing, 
that neither children nor adults ever need urging 
to take it as prescribed. 


(Containing Dextrose, Maltose Dextrin 
solution equivalent to 23% wiv Liquid Glucose BP) 


LUCOZADE 


An improved form of 
__ glucose therapy _ 
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*‘TRILITE’ INHALER . 
The ‘Tfilite’ Inhaler is a safe 
means of presenting ‘Trilene’* 
in low concentration for the 


self-induction of analgesia. The - 
following special features com- 





oat mend it to all practitioners for 
£ inclusion in their equipment. 
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the reputation of this 
school as a great 
centre of medical 
teaching and investi- 
gation, and contri- 
buted so much to 
the foundation of the 
great nineteenth -cen- 
tury tradition of ad- 
vancing medical know- 
ledge by the accurate 
study and differentia- 
tion of diseases in the 
clinic, closely linked 
with an equally thor- 
ough scrutiny of their 
results as seen after 
our death. The names of 
j two of them, Bright 

and Addison, have 
been permanently as- 
sociated with diseases 
Bay which they thus de- 
R b scribed ; the number 
a would be three if we 
included the name of 

Thomas Hodgkin, 

who was curator of 

the museum here in 

the same period, 

though never on the 

clinical staff. Two of 

them again, Addison 

and Gull, can be re- 

' garded as clinical pio- 

‘i neers of endocrino- 
logy. In Gull’s case 
we ought to associate 





his achievement with that of another and younger Guy’s 
physician, Hilton Fagge, whose recognition of absence 
of the thyroid as the cause of cretinism enabled Gull, in 
1874, in describing “a cretinoid condition in adult women ™ 
now known as myxoedema, to associate it with atrophy and 
functional defect of that gland. 








Thomas Addison was second in that matchless succession 
of physicians and morbid anatomists—Richard Bright, 
Thomas Addison, William Gull, and Samuel Wilks— 
whose work at Guy’s Hospital in the earlier and middle 
years of the nineteenth century raised to such heights 
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THOMAS ADDISON: PIONEER OF ENDOCRINOLOGY* 


quarter of a century later than Addison’s first mention of a 
condition which he had discovered, now known everywhere 
as Addison’s disease, and which he then described as “a 
remarkable form of anaemia” regularly associated with - 
disease of the suprarenal capsules. 


Two Pioneer 
Communications 


The late Sir William 
Hale - White,f whose 
long life enabled him 
to transmit to more 
than one later gener- 
ation the great tradi- 
tion of this school 
from a time when 
Addison was still held 
in living memory 
here, has suggested 
that “the whole of 
endocrinology dates 
from March 15, 1849” 
—this being the date 
on which Addison 
made the first, short 
communication on his 
disease to the South 
London Medical So- 
ciety. I believe that 
a good case could be 
made for that claim. 
There had, indeed, 
been earlier accounts 
of diseases — diabetes 
mellitus and exoph- 
thalmic goitre—which 
were shown much later 
to have a causal rela- 
tionship to endocrine 
disorders. Even corti- 
cal tumours of the 
suprarenals had been 
recorded early in the 
nineteenth century, and 


hirsutism noted in a girl patient, but again without clear 
recognition of an aetiological relationship. I think, there- 
fore, that we may agree with Sir William Hale-White that 





Arnold and Co. 1935. 


That, however, was a 
: , “4 in that volume is recommended. 











*The Addison Lecture given at Guy’s Hospital on June 23. 


medical friend. 


+Great Doctors of the Nineteenth Century. Sir W. Hale-White. 
To those who wish to learn more of 


Addison’s life, personality, and achievements, the chapter on him 


It gives references to other accounts 


- of him by Samuel Wilks, who was his pupil, and Lonsdale, a lifelong 
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endocrinology began effectively with Addison’s paper, 
which in 1849 made the first clear attribution of a general 
morbid condition to defect of a ductless gland; and you 
will note that the date gives a centenary character to our 
celebration of this great man and his achievement. 


Addison’s fuller account of the disease which now bears 


» his name was published six years later, in 1855, as a 


separate slender quarto with fewer than 46 pages of large 
printed text, richly illustrated with coloured lithographic 
plates and bearing the title On the Constitutional and 
Local Effects of Diseases of the Suprarenal Capsules. You 
will note that even the title emphasizes the aetiological 
inference. On these two pioneer communications by 
Addison the author of a recent textbook on the now 
enormous science of endocrinology makes apt comment: 
‘“* | . They show how much can be accomplished, without 
any of the modern clinical and laboratory facilities, by 
keen observation of the living and dead patient. They 
are prominent examples of concise and descriptive medical 
writing.” They are so indeed ; no better model could be 
recommended to the many who to-day seek to give per- 
manent record to observations which are, in the main, of 
slighter significance. 


A remarkable feature of the publication of 1855 is that. 
by way of introduction to the principal theme, Addison 
describes and differentiates another new disease, for which, 
by confrast, he had failed to discover an adequate cause 
by examination post mortem. This he named “ idiopathic 
anaemia,” but it is now generally known as “ pernicious ~ 
or “ Addison’s ” anaemia. It is not clear that he had at first 
distinguished with certainty between these two fatal dis- 
eases, in both of which anaemia and lassitude were promi- 
nent; but there is no doubt about the distinction in the 
book of 1855. His object there was to give an exact 
account, based on a series of cases, of what he called 
“ bronzed skin” or “melasma suprarenale,” known to us 
as “ Addison’s disease.” The description of “ idiopathic 
anaemia ” is given only by way of introduction, to explain 
that the author was looking for additional cases of this 
condition when, in his own phrase, he “stumbled upon ” 
another major discovery, which is the main subject of the 
book. 

So that this slender volume contains the first full descrip- 
tion of two new diseases; and, to quote Sir William 
Hale-White again, “ Addison’s account of each is so per- 
fect that nothing has been found wrong in his clinical 
picture, and nothing has been added except facts that have 
been obtained by instruments which he did not possess, 
and a few occasional symptoms not present in the cases 
which he describes.” I think it should be added that, if 
Addison had looked at the marrow in the long bones of 
the patients dying of pernicious anaemia, his acute eye 
could hardly have missed its unusual appearance. Even 
without any of the technical equipment which has made 
haematology a later possibility, he might in this case a!so 
have associated what he could see post mortem with the 
general disease. He certainly could not have foreseen, 
however, that the bone-marrow defect and the consequent 
anaemia would be traced many years later, in 1926, to the 
failure of a kind of endocrine control normally exercised 
by the liver; and even remoter from any conception 
possible to Addison, or to anybody till very recent years, 
is the news from two different research centres, in 
America and this country, of the isolation this year of 
the immensely active agent responsible for this endocrine 
control of the haematopoietic function, and the remarkable 
discovery that cobalt is an important element of its com- 


position. Perhaps we may regard that, too, as an achieve. 
ment suitably commemorating the fact that pernicioys 
anaemia, which this. potent hormone (or vitamin) 
dramatically relieves, was first recognized by Addison 
about 100 years ago. ' 


Other Achievements 


When Addison’s book describing these diseases was pub- 
lished in 1855 he was already 60 years of age. It would 
be very remarkable if he had first begun to make and to 
publish discoveries of such outstanding merit so late in 
life. In fact, he had already made and published others 
in an impressive series ; and some of these, in particular 
those dealing with pneumonia and phthisis, were regarded 
by his pupil Wilks as the highest of all his achievements. 
What is really remarkable is that they should have been 
so little recognized and so widely forgotten. His earlies; 
publication of importance was a characteristically perfect 
description of the clinical appearance which he found to be 
associated with, and ‘diagnostic of, a fatty liver. Then in 
1839, when he was 44 years old, in a book, Elements of’ 
the Practice of Medicine, which he published with his 
senior, Richard Bright, Addison gave the first descrip. 
tions of appendicitis and its consequences—“ descriptions,” 
according to a modern writer, “so clear and well presented 
that they could not be surpassed to-day.” Later he gave 
the first correct account of the pathological process of lobar 
pneumonia ; he published observations calling for a pro- 
found modification of the earlier conception, due to 
Laennec, of the destructive process in pulmonary 
phthisis; and he discovered and described xanthoma, 
which he called “ vitiligoidea.” And all these contribu- 
tions to the advancement of medical knowledge, any one 
of which might be judged adequate by itself to have given 
him high rank as an investigator, were made by Addison 
before he discovered the two diseases which bear his name 
and thereby keep it in general remembrance among those 
who study and practise medicine. 


When Addison came to London after graduation in 
Edinburgh, he gave his time and interest for some years 
chiefly to diseases of the skin. This interest he retained 
after he had begun his career at Guy’s, where he entered 
as a student in 1817; it was he who later superintended 
the making of the beautiful wax models of skin conditions 
which are still one of the great treasures of the patho- 
logical museum here. He seems to have been rather a 
proud and shy man, not easy of approach; but none ot 
the Guy’s men in that great succession stood higher in 
reputation with his colleagues and pupils as a physician 
or as a teacher. Much of his time was spent, and prac- 
tically the whole of his professional interest was centred, 
in this hospital. Outside it he sought no recognition, and 
he received but little. Only late in his career was he 
elected to the Fellowship of the Royal College of Physi~ 
cians, and he held neither lectureship nor office there. He 
was never even proposed for the Fellowship of the Royal 
Society, and he was never a physician to the Court. Here 
you will keep him in proud memory as the greatest of all, 
perhaps, of the great medical investigators and teachers 
who were members of the staff of this hospital in that 
period. As his pupil, Samuel Wilks, wrote of him: “ For 
many years he was the leading light of Guy’s, so that 
every Guy’s man during the thirty or forty years of his 
teaching was a disciple of Addison, holding his name in 
the greatest reverence, and regarding his authority as the 
best guide in the practice of his profession.” 
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The Development of Endocrinology 


In the medical circles of a wider world Addison will 
be remembered chiefly as a pioneer of the science of 
endocrinology—as the man who first entered and opened 
to other explorers a new territory which in the intervening 
century has been extended in all directions and brought 
under a most vigorous cultivation. There have been periods 
in which doubts of its further fertility have become pre- 
valent and have seemed even to be natural, but it is to-day 
yielding harvests of medical knowledge in overwhelming 
abundance and in bewildering variety. I am going to invite 
you now to follow me in a preliminary survey, at the best 
a most cursory review, of the lines of development along 
which the present position has been reached. Then I shall 
endeavour to speak in somewhat greater detail of the course 
of the advance, including some recent and intricate phases, 
of knowledge of the endocrine functions of the particular 
ductless glands, the suprarenals, which, through Addison's 
discovery, provided endocrinology with the point of its very 
beginning, and which are now providing a focus for some of 
its most recent and most rapidly progressive developments. 


| think we may assume that, brilliant and accurate 
observer as he was, Addison went as far as it would ever 
have been possible to proceed with the advancement of 
knowledge of an endocrine defect by simple observation of 
the results of a natural process at the bedside and in the 
post-mortem room. His work came at the end of the 
purely observational period and at the beginning of a new 
epoch. in which deliberate experiment was to play a domi- 
nant part. It is curious, indeed, that the use of the experi- 
mental method in medicine should have fallen so long 
into abeyance. William Harvey had shown what it could 
do, and had particularly enjoined its use on his fellow 
physicians, two centuries earlier; but. before Addison’s 
day English physicians appear to have forgotten Harvey’s 
injunction, and to have left the use of experiment 
to surgeons like John Hunter and Charles Bell. And when 
a major revival of the experimental method came, opening 
the era in which we are still living, it began, not in Harvey’s 
England, but on the European continent. 

There, in Paris, the founder of modern physiology, 
Claude Bernard, in his experimental studies of the glyco- 
genic function of the liver had reached and propounded 
the general idea of an internal secretion into the blood. 


The idea was not an entirely new one; its germ can be | 


found in medical writings at least as early as 1775; but 
Bernard gave it form and an experimental basis. He was 
not directly concerned, however, with the specifically acting 
internal secretions of the glands with which endocrinology 
normally deals; and, apart from what had been known 
since prehistoric times of the effects of casiration, the first 
attempt to study the function of an endocrine organ by 
deliberate experiment must apparently be credited to 
Brown-Séquard, who began to remove suprarenal glands 


from animals by operation in 1856, the year after Addison’s 


book was published. His animals all died rapidly ; but any 
significance which his results might otherwise have claimed 
seems to be called in question by his frequent record of 


’ fatality following unilateral adrenalectomy—an operation 


which later workers, using a clean surgical technique, have 
uniformly found harmless. In any case, neither he nor 


Tizzoni (1886), nor Abelous and Langlois (1891), who thus 
later confirmed the fatal effect of double adrenalectomy, 
contributed much more than a confirmation of Addison’s 
conclusion, from his study of Nature’s experiments, that 
the function of the suprarenals was for some reason a 
vital necessity. 


, 8 


It was in 1856, again, that Moritz Schiff reported that 
extirpation of the thyroid gland was fatal to dogs—many 
years, it will be realized, before the clinical studies of 
Fagge and Gull brought to light the connexion between 
defect of thyroid function and cretinism or myxoedema. 
There can be no doubt, however, that the effect which Schiff 
thus early observed was mainly due to his removal of the 
parathyroid g'ands with the thyroid, to which in the dog they 
are closely attached. This was eventually made clear by the 
work of Gley in 1891 ; but, before this, Schiff had himself 
shown that successful grafting of a portion of a dog’s 
thyroid gland, which presumably contained a parathyroid. 
would protect it from the normally fatal result of removing 
the remainder. And after Gley’s demonstration of the 
separate function of the parathyroid glands the possibility 
and protective effect of grafting these alone was shown by 
von Eiselsberg (1892), Leischner (1909), and others. 

Meanwhile the experience of Reverdin and of Kocher 
.Op the myxoedematous or cachexial condition following 
surgical removal of the human thyroid for goitre, and 
Horsley’s production in 1884 of an artificial myxoedema by 
thyroidectomy in the monkey, had brought the experimental 
work on the thyroid again into closer relation with the 
observed results of its atrophy in man. And then in 1891 
came the first successful application of these experi- 
mental findings in practical therapeutics, when Murray, 
of Newcastle, showed that myxoedema could be success- 
fully treated by administering an extract of sheep’s thyroid 
—a notable milestone, indeed, on the road of advance in 
endocrinology. In this case, at least, the formation of an 
internal secretion was no longer a matter of inference : 
it had become a demonstrated fact. 

This advance was followed, however, by a long and 
discouraging delay, which was especially obvious on the 
side of remedial application. When I myself, as a student, 
first began to be conscious of physiology and its progress, 
Horsley’s experimental results and Murray’s triumphant 
application of them were still relative novelties, and there 
was great interest in the likelihood of analogous therapeutic 
success in diseases due to defects of other ductless glands. 
As the years went by, however, such possibilities seemed 
to become increasingly remote. Plenty of observers were 
trying to correct such defects, whether resulting from dis- 
ease or from experimental removal, by administering glands 
in substance or as artificial extracts; but no convincing 
success was for many years obtained in such other cases— 
neither with the parathyroid and suprarenal glands, nor 
with the gonads, nor with the pancreas, the removal of the 
latter having been found by Minkowski, in 1889, to cause 
a diabetes mellitus. With all these glands, on the other 
hand, protection against the effects of removal was 
obtainable by the establishment of successful grafts in 
advance. ; 

It began to be believed, and the conviction grew and 
hardened with time, that the thyroid might be unique 
among these presumptively endocrine organs in the stability 
of its active principle, or in the extent to which this was 
stored in the gland so as to be available at a given moment 
for extraction. It had not, indeed, been established even 
yet, by strict evidence, that these other organs had in fact 
an endocrine function: one or another of them, if not all, 
might conceivably act by destroying an injurious by-product 
rather than by supplying a factor necessary for normal 
metabolism. And while this position of doubt remained, 
the progress of endocrinology, especially on the side of 
remedial replacement, was of necessity halted. Thus there 
grew, for a time, a discouraging tendency to suspect that. 
the experimental method, like that of clinical observation 
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before it, might be approaching the limits of what it could 
achieve in this difficult field of inquiry. Then, after some 
thirty years, came the discovery of insulin by Banting and 
Best in 1921, revolutionizing the treatment of pancreatic 
diabetes, bringing a whole range of metabolic problems 
within the scope of new and progressive exploration, restor- 
ing to work on the ductless glands the earlier spirit of 
hopeful enterprise, and sounding the advance into a new 
phase, in which endocrinology is still expanding with a speed 
which now puts a strain on the alertness and the scientific 
equipment of anyone who endeavours to keep pace with its 
headlong progress and its dazzling changes. 

There have, of course; been a number of other important 
factors of this astonishing acceleration. One has been the 
concentration of studies on the pituitary body, in the medi- 
cal and surgical clinics as well as in the experimental labora- 
tory, and especially on the control over the functions of 
other ductless glands which is exercised by the hormones 
of its anterior lobe—a control which led the late Sir Walter 
Langdon-Brown, and others who have adopted his pic- 
turesque phrase, to describe the pituitary anterior lobe as 
“ the conductor of the whole endocrine orchestra.” Another 
has been the rapid elucidation of the once baffling interplay 
of endocrine activities involved in the sexual cycle. Yet 
another and most important factor has been the discovery 
of the true plan of the chemical structure of the sterols 
and their derivatives, providing the key to the chemical 
nature and relationships of the whole series of steroid 
hormones, including, as we shall see, those of the suprarenal 
cortex as well as those of the gonads. 

We must make no further attempt, however, to range 
over the whole endocrine landscape. Any one section of 
it, if an endeavour were made to deal with it in full detail, 
could now provide the material for a whole course of 
lectures by somebody equipped so to present it. For several 
reasons I must bring our inquiry now to a narrower focus, 
and in the rest of this memorial lecture I shall ask you to 
look with me, still in rather hasty survey, and without any 
pretence at more than an occasional reference or attribu- 
tion, at some of the recent developments of knowledge con- 
cerning the subject of Addison’s own pioneer investigation, 
the suprarenal glands. 


The Suprarenal Medulla 


We must recall first that it was not till 1895 that it 
began to be understood that the suprarenal body consisted 
of two functionally different glandular -organs bound 
together as cortex and medulla. In that year Oliver and 
Schafer discovered the remarkable immediate actions of 
simple extracts from the gland when these were injected 
intravenously or, as in later experiments by others, were 
applied locally. Then the active principle responsible for 
these intense immediate effects was found to be localized 
entirely in the medulla of the gland; and just after the 
end of the nineteenth century it was isolated, as adrenaline 
or epinephrine, and eventually made by synthesis. 

Meanwhile it had been discovered by Lewandowsky and 
by Langley, and then further demonstrated in fullest detail 
by Elliott, to whom the pure adrenaline was available, that 
there was a remarkable and unquestionably significant 
correspondence between the actions of adrenaline and those 
of the true sympathetic nerves. It is well known how Elliott's 
penetrating early suggestion (1904) that sympathetic-nerve 
impulses transmit their effects by liberating small charges 
of adrenaline at the endings of the nerve fibres was verified 
many years later by Loewi’s brilliantly simple and con- 
vincing experiments from 1921 onwards. It thus became 
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a component of a now familiar and wider scheme which 
pictures the effects of all efferent peripheral nerve impulses 
as evoked by the liberation of one or another chemical 
transmitter at the nerve endings. There remained, however 
some grounds for uncertainty whether the adrenergic trans. 
mitter was always, or entirely, “ adrenaline ” itself, though 
the correspondence was so close that nobody doubted that 
there was a definite chemical relationship. The late W. B 
Cannon took care to leave the question open by referring 
to the transmitter always as “ sympathin ” ; and, apart from 
a further hypothesis which led him to complicate this 
terminology, Cannon was clearly right in emphasizing the 
departures from complete identity between the actions, on 
the one hand, of artificially applied adrenaline and those 
on the other hand, of sympathetic-nerve impulses and of 
the actual transmitter escaping from the site of its libera- 
tion into the blood stream and carried therewith to act 
on a distant organ. I myself, as early as 1910, had empha- 
sized the tendency of adrenaline to exaggerate the inhibitor 
in relation to the augmentor components, as seen in the 


corresponding actions of - 

sympathetic _ nerves. In : 
comment on Elliott’s hypo- #0 — CH-CHa-NH-CHs 
thesis, I had even then = 


pointed out that the primary 


amine corresponding’ to ADRENALINE 
adrenaline (nor-adrenaline, HO 
then _known commiercially - — 
as arterrenol”) _repro- i 
duced the actions of sympa- - 
thetic impulses with an even 
closer fidelity, in this re- NOR-ADRENALINE 
Fic. 1. 


spect, than adrenaline itself. 

The evidence did not then seem to warrant a direct 
suggestion that nor-adrenaline might be the transmitting 
agent, or even a component thereof. Elliott’s suggestion 
had at that time received but little notice, and nor-adrenaline 
was known then, and indeed till quite recently, only as a 
product of artificial synthesis. 


But now, in the past year, the evidence has begun to 
flow in, arising simultaneously and independently in a 
number of different laboratories and in several different 
countries. Differential physiological reactions, contrived 
with much ingenuity and reinforced by fluorometric 
measurements, have made it possible to determine the 
proportional contributions of adrenaline and nor-adrenaline 
to the sympathomimetic activity of a fluid containing both. 
And by such methods it has been possible to prove that the 
sympathetic transmitter, as extracted from the sympathetic 
chain or from a purely adrenergic nerve, or found leaving 
the spleen in its venous blood during stimulation of its 
adrenergic nerve-supply, consists mainly of nor-adrenaline. 
with adrenaline itself as, at most, a minor component. 
Even the hormone secreted into the blood from the supra- 
renal medulla when the splanchnic nerve is stimulated, 
though it usually consists mostly of adrenaline during the 
early stages of such a stimulation, contains nor-adrenaline 
in increasing proportion as the process is repeated, and 
may even, after several periods, consist almost entirely of 
this primary amine. 

These discoveries have interest for the pharmacologist 
and the chemist, and they remove certain puzzling dis- 
crepancies, but they make no fundamental difference to our 
conception of the endocrine function of the suprarenal 
medulla. We still regard it, following Cannon, as con- 
tributing immediate reinforcement to sympathetic-nerve 
actions on occasions of emerggncy, of sudden calls for 
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activity, or of emotional stress; and its hormone still 
figures also as the peripheral transmitter of the effects of 
adrenergic impulses. Only our conception of its chemistry 
is slightly changed. When first the actions of this medullary 
hormone were discovered it was natural to expect that a 
lack of it would be found to play at least an important part 
in the symptoms of Addison’s disease, and evidence for 
such an effect of its exclusion was eagerly sought. As a 
result, however, we are left without any clear reason for 
attributing any conspicuous item of the Addisonian syn- 
drome to simple lack of the endocrine function of the 
medulla. It is remarkably difficult, in fact, to detect any 
significant result from the removal of one suprarenal gland 
and extirpation of the medulla from the other. Even when 
Cannon removed, in addition, the whole system of the true 
sympathetic ganglia from cats, the animals remained healthy 
and exhibited only an unusual placidity. The fact that a 
melanin pigment is formed by oxidation of adrenaline or 


of its primary homologue might well suggest a connexion: 


between a medullary defect and the bronzed skin of 
Addison’s disease. Even in that case, however, there is no 
direct experimental evidence. Extirpation of the medulla 
does not cause any comparable pigmentation, though 
the possibility still remains open that a disorder, rather 
than a suppression, of the medullary metabolism normally 
producing the adrenalines may be responsible for the 
appearance of Addison’s pigment. 

What is now abundantly clear is that the main features 
of Addison’s disease—the increasing debility and languor, 
the muscular weakness, the low arterial pressure, the 
decrease in blood volume, the disturbance of the normal 
balance of inorganic salts between body fluids and tissues, 
the liability to attacks of hypoglycaemia, and the general 
lack of the normal resistance to infection, poisoning, tem- 
perature changes, or any kind of harmful influence, this 
complex of symptoms leading to the inevitably fatal ter- 
mination of untreated Addison’s disease—are due entirely to 
the lack of the hormones formed by the cortex. It becomes 
ever clearer, indeed, that when Addison described his 
“melasma suprarenale” he was dealing with the collapse 
of a main arch of the functional structure by which a large 
proportion of the functions and reactions concerned in the 
maintenance of a healthy vitality are kept under endocrine 
control and regulation, and that the keystone of that arch 
was to be found in the hormones of the suprarenal cortex. 


Cortical Hormones 


After long discouragement and frustration, as an impor- 
tant item of the new and accelerating advance which set 
in after insulin was discovered, Swingle and Pfiffner in 
1931 succeeded at length in preparing a stable and approxi- 
mately purified extract of the cortical hormones by 
systematic injection of which life could be maintained in 
an animal deprived of its suprarenal glands. It was not 
long before, from several laboratories in different countries, 
crystalline fractions began to be obtained from cortical 
extracts, and a little later again the chemical nature of 
these began to be clarified. A few years earlier the chemi- 
cal identification of pure hormones from the suprarenal 
cortex would have seemed an almost fantastic aspiration. 
Its achievement was greatly facilitated by the recognition, 
then recent, of the widely varied physiological significance 
of substances built by the attachment of different substituent 
groups and side-chains to a common hydrocarbon skeleton 
—the so-cal'ed cyclo-penteno-phenanthrene nucleus, forming 
the central structural feature of the sterols, the bile-acids, 
certain remedial glucosides, the steroid vitamin D, the 
steroid sex hormones, and, now, the steroid hormones of 


the suprarenal cortex. Many investigators have contributed 
to the amazingly rapid advance of knowledge of these 
substances, and mention can be made only of work by 
Kendall, and his co-workers of the research laboratories 
of the Mayo Clinic, in isolating several of these hormones 
from animal suprarenals, and of that of Reichstein, and 
his co-workers of Basle University, in producing members 
of the series artificially by synthesis. i 
At least six such active cortical steroids are known in 
pure crystalline form, and there is a highly .active amor- 
phous residue, .probably containing a number of others. 
The evidence available concerning the different activities 
of those already isolated would by itself provide material 
for a course of lectures by an expert. In broadest terms, 
the hormones already recognized fall into certain main 
groups. The members of one such group are oxygenated 
at the carbon atom numbered 11 on the structural formula, 
while those of another group differ from the former only 
in having no oxygen in this position. Corticosterone 
(Fig. 2, I) is a representative member of the former group, 
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ANDROSTERONE. 


the actions of which are particularly concerned with carbo- 
hydrate metabolism. When given in excess they cause 
breakdown of cellular proteins, rise of blood sugar amount- 
ing to a temporary diabetes, with resistance to insulin, 
greatly increased excretion of uric acid, and a steep decline 
in the number of eosinophil leucocytes in the circula- 
ting blood. As a group, they may be regarded as the 
carbohydrate-controlling cortical hormones. A type of the 
other group is desoxycorticosterone (Fig. 2, I], and the 
characteristic action of these is to maintain the balance 
of inorganic salts in the body, with preponderance of 
sodium and chloride in the fluids and of potassium and 
phosphates in the cells. Lack of these hormones, which 
may be referred to as the salt-controlling group, causes loss 
through the urine of sodium and chlorides from the blood 
and body fluids and appearance in these of excess of 
potassium ; administration of these hormones in excess 
causes Over-retention of sodium and chlorides and water- 
logging of the tissues. Both these types of endocrine con- 
trol are deficient in Addison’s disease, and both must be 
replaced to preserve life, though lack of salt-controlling 
hormones can to some extent, and for a time, be made 
good by an added intake of sodium chloride. And there 
is another group, derivable from the 11-oxygenated series 
by replacement of the side-chain on the 17-carbon atom 
by oxygen; and the members of this group, of which 
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androsterone is a type (Fig. 2, IV), closely related to 
testosterone, the hormone of the testis, have indeed a 
sex-hormonal virilizing action. 


Conclusion 

The outlines are beginning to appear of the most com- 
plicated pattern of the complementary actions of these hor- 
mones in relation to one another ; of their balanced actions 
against those of other hormones—for example, of some 
of them against the actions of insulin ; and of the control 
of their formation and output by the so-called adreno- 
corticotropic hormone of the pituitary anterior lobe and 
apparently to some extent by the suprarenal medullary 
hormone adrenaline. I myself observed, as early as 1921, 
that a cat from which the suprarenals had been removed 
showed a greatly exaggerated sensitiveness to histamine, 
even before overt general signs of deprivation appeared. 
And, in more general terms, the part played by the cortical 
hormones in the whole scheme of the endocrine control 
of the body’s functions and reactions, and especially, as 
Selye, of Montreal, has emphasized, in its adaptative 
reactions to almost all kinds of injury or stress, is 
undoubtedly one of central importance. 

In further and most suggestive illustration of this func- 
tion, in the case of at least one of the corticosteroids comes 
the recent news of therapeutic trials, at the Mayo Clinic 
and elsewhere, giving promise of a protective and 
curative effect of another member of the carbohydrate- 
controlling group, the 17-hydroxy-11-dehydrocorticosterone 
(Kendall’s “Substance E,” Fig. 2, III), against defective 
or perverted adaptative reactions responsible for rheumatoid 
arthritis. We shall wait eagerly for further evidence of 
advance in this new and surprising direction. And mean- 
while I think you will agree that, if the anterior pituitary 
lobe occupies the conductor’s rostrum in the endocrine 
orchestra, we must at least assign the leading violinist’s desk 
to the suprarenal cortex. And surely no artificial monu- 
ment to the memory of Thomas Addison could be so 
imposing as this great and now so rapidly growing tree of 
health-giving and life-saving knowledge, sprung from 
the seed which Addison dropped as he worked in this 
hospital with such patient devotion and with a clinical 
vision unsurpassed in its clarity and alertness. 








The Report of the Food Investigation Board for the year 
1939 has now been issued by His Maijesty’s Stationery Office, 
price 2s. 6d. Before publication could be effected when the 
report was originally prepared the type was destroyed by enemy 
action, and the document could not be issued until the present 
time because of restrictions on printing and paper. Some of 
the work described in the original paper has now been com- 
pleted, and accounts have been published in various journals, 
to which references are given. Among the experiments de- 
scribed are tests on the control of ‘microbial spoilage in meat 
by ultra-violet irradiation. Some retardation of bacterial growth 
was obtained, but the effect was not great. The storage of eggs 
was investigated, and experiments were carried out on freezing 
and storage of sprats before canning. Work was undertaken 
on the effect of acetylene and ethylene on the ripening of 
“Kelsey” South African plums. Treatment with either gas 
for three days accelerated ripening and improved the quality 
of the fruit, while untreated samples kept in air ripened slowly. 
Continued exposure to acetylene until the fruit ripened, how- 
ever, made it too sweet. Research on blemishes on the rind of 
grapefruit stored at low temperatures, known as “low tempera- 
ture spot,” showed that wrapping in moisture-proof material 
instead of tissue-paper enabled lower temperature storage to 
be used, or the fruit to be stored longer. Other work included 
investigations of various methods of freezing strawberries, rasp- 
berries, and peas. 
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During the last two decades our knowledge of biological 
processes has been rapidly extending. Studies on sex hor- 
mones have had an outstanding influence on this advance 
Research work and clinical experience have shown that 
specific principles formed in the pituitary, gonads, and 
adrenals profoundly affect the structure and function of 
the whole body. Therefore sex hormones, now available 
in highly purified preparations, have been introduced in 
many cases of gonadal and extragenital disorders either as 
substitution or as stimulation therapy. This use of hor- 
mones has enormously increased. However, it must always 
be remembered that no benefit can be expected from their 
promiscuous use. A critical attitude should be maintained 
in the management of endocrine disorders. 

These disorders demand some understanding of sexual 
functions under various physiological and pathological con- 
ditions and a thorough knowledge of the hormone-pro- 
ducing organs and those involved in hormone metabolism 
In cases of possible hormonal deficiency diagnosis and 
treatment are based both on the clinical picture and on the 
histological, biological, and chemical findings. 

Any hormone determination is of value only in the light 
of a preceding clinical examination. Typical changes in 
weight, temperature, fatigue, appetite, growth and distribu- 
tion of hair, and vascular, nervous, and other physical 
manifestations sometimes suggest the kind of sex-hormone 
imbalance present. The sexual sphere, as the most sensi- 
tive to hormonal influence, is the one most readily involved. 
Undisturbed sexual function may already exclude impor- 
tant hormonal disorders. Administration of sex-hormone 
preparations in such cases may be unwise and even harmful. 

Further information on hormonal! activity is obtained 
from histological and cytological examinations. In women. 
endometrial biopsy and vaginal smears reveal the uterine 
and vaginal response to ovarian stimulation. They are the 
simplest means of determining ovarian function. They 
show whether an ovarian deficiency exists and whether the 
disturbance involves suppression in the follicular or luteal 
phase, or both. They are used not only as diagnostic aids 
but also as a control to the efficacy of treatment. These 
clinical findings, however, vary with the responsiveness of 
the organ involved and are predominantly qualitative in 
character. They have to be completed by quantitative 
studies of sex hormones, data of which are provided by 
biological and chemical methods indicating hormone levels 
in blood and urine. These give evidence not only of the 


kind but of the amount of hormone produced. These deter- , 


minations represent one of the most important diagnostic 
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aids and should be a part of the general clinical routine 
work. 

Because of the importance of these biological and 
chemical findings, some principles underlying hormone 
determination are here discussed (see Tables I and II). 


Taste I1.—Substances to be Determined in Endocrine Disturbances 
of the Genital System 














Principal Target : thod of 
Substances Sources Geanne 7 Material Parson aw 
ae Ovary: follicle, corpus | Urin Biological 
sale : _ e io 
Gonado- ° — luteum Blood test 
tropins acenta Testes: interstitial cells , 
Ovary (follicle)} Uterus: endometrium, | Blood Biological 
Placenta myometrium test 
Ocestrogens 5 | adrenal cortex} Vagina Urine Biological 
lL (neoplastic) | Mamma test 
Colorimetry, 
fiuorimetry 
Ovary (corpus | Uterus: endometrium, | Blood Biological 
Proges- luteum) myometrium test 
terone Placenta Mamma 
Pregnane- Progesterone (and corticosteroid) Urine Gravimetric, 
diol metabolite titration, 
colorimetry 
Testes: inter- | Spermatogenic cells Urine Biological 
Androgens stitial cells | Prostate (Blood) test 
Adrenal cortex| Seminal vesicles 
Penis ‘ ‘ 
ae { Adrenal cortex| Metabolism Urine ae ee 
metry 
17-Ketoste- [| metabolites derived from adrenal and | Urine Colorimetry, 
poo 4 ae testicular steroids (Blood) f| polarography 














TaBLe IIl.—Hormone Levels in Some Diseases 


Increased Decreased or Zero 


Gonadotropins 


Hypopituitary amenorrhoea a 
Anovulatory failure of pituitary origin 
Chromophobic adenoma 

Natural and artificial menopause Craniopharyngioma ‘ 
Primary ovarian amenorrhoea | Fréhlich's syndrome (adiposogenital- 
Sexual precocity ism) 

Pituitary tumour Simmonds’s disease 

Pituitary basophilism (Cushing) Laurence—Moon-Bied! syndrome 
Disease of the hypothalamus Dercum’s disease 

Dwarfism of ovarian origin Diabetes insipidus 

Pituitary dwarfism 


Hydatid mole 
Chorionepithelioma 
festicular teratoma 





Oecestrogens 


Hyperovarianism due to granulosa or Castration 

theca-cell tumours Menopausal ovarian involution 
Follicular hyperplasia __ Hypo-ovarianism (amenorrhoea, oli- 
Persistent follicular activity gomenorrhoea, extragenital symp- 
Feminizing adrenal tumour toms) 


Pregnanediol 


Missed abortion 
Threatening abortion 
Anovulatory cycle 
Luteal deficiency 


17-Ketosteroids 


Adrenal tumour (8-fraction) ' Addison’s disease 

Adrenal hyperplasia _ Chromophobic adenoma 

Hand-Schiiller-Christian syndrome Simmonds's disease 
Myotonia dystrophica 
Pituitary dwarfism 


Normal pregnancy 
Persistent corpus luteum 
Theca-cell tumour 
Certain adrenal tumours 





Hormones affect what we may call the target organs 
by way of the blood. Determination of hormone levels 
depends upon the presence of hormones or their metabolites 
in blood and urine. In the blood they are as a rule present 
in low concentration. This represents a practical difficulty, 
as large quantities are required to obtain measurable values. 
This inconvenience is easily avoided, as urine hormone 
levels are higher and parallel those in blood. Although on 
the whole the amounts excreted do not exceed 5 to 20% 
of that present in the body, these are fairly well ‘reflected 
by the excretion values. This fact has been proved 
from simultaneous blood and urine controls after the 
administration of hormone preparations. 

Actually most hormone determinations are made with 
urine, No preserving chemicals have to be added to urine 
samples when they are examined within 24 to 48 hours 
after collecting. As the hormone concentrations vary with 





the quantity of urine eliminated, excretion values should 
be reported not in milligrams or units per litre but in 
milligrams or units per 24 hours. Exactness in the collect- 
ing of urine is therefore necessary. Whether a given speci- 
men represents the complete 24-hour collection or not may 
be determined approximately by the amount of creatinine 
it contains, this substance being eliminated in most cases 
at a fairly constant daily rate (Smith, 1942). From the 
excretion values thus obtained deductions regarding hor- 
monal activity in the body are justified provided that kidney 
and liver functions are normal. 

Hormone output, however, has no constant normal value. 
It varies greatly, according to age, pregnancy, or the men- 
strual cycle, so that these physiological variations must be 
borne in mind when interpreting results. Furthermore, the 
determination of hormone levels should be carried out only 
at a suitable time (see Table III). Ignorance of these facts 
may commit laboratory workers to expensive and time- 
consuming examinations without providing any useful 
information. 


TaBLe III.—Schedule for Sex-hormone Determinations in Urine 
In Men 


Gonadotropins 
Androgens 
17-Ketosteroids 
Oestrogens (in cases 
of feminizing tumour) 


Twice within a few days 


In Women 
(a) During the menstrual cycle: 
Urine, to be Collected on the Following Days of 
the Cycle 




















10th-11th 15th-16th 20th-21st 25th-26th 
Gonadotropins i (x) x x (x) 
Oestrogens .. xe x Xx x (x) 
Pregnanediol .. oe ~- x 


«x) x 
17-Ketosteroids Twice during the cycle 








X = Urine samples of high diagnostic value. 
x= ” ” ”» medium ” ” 
(x) = ” ” ” little ” ” 


(6) In pregnancy: 


Gonadotropins oa From the 35th day of amenorrhoea onwards 
Pregnanediol os oe oe ” ” 29th ”» ” ” 
{) eeiare—Dtinagenes ene . 

onadotropins : ss 
Oestrogens Three times, once every 7-10 days 


17-Kevosteroids 
Androgens (in cases of virilizing tumour) 


Methods 


Determination of sex hormones is carried out by chemi- 
cal methods or by biological tests on the animal. Chemical 
methods are cheaper and simpler than biological tests 
because no stock of test animals has to be kept. Standard 
techniques, giving similar or even equal results in different 
laboratories, can be established more readily for chemical 
methods than for biological tests. In most instances chemi- 
cal procedures take less time than biological reactions. 
On the other hand, chemical procedures should not be 
introduced without the assistance of a trained chemist. 

The main difference between the two methods lies in 
the fact that bio-assays measure the biological activity of 
an extract which may contain not only the hormone but 
also its active or inactive metabolites; it is evident that 
the latter are no less important than the hormone itself, but 
they cannot be detected by bio-assay methods. On the 
other hand, chemical methods, while presumably a test for 
hormonal activity, do not measure anything but the amount 
of chemical substances which have in common certain 
chemical reactions or physical properties. Therefore the 
development of chemical methods of hormone determina- 
tion depends upon the proof (a) that certain chemical struc- 
tures with specific properties are typical for a hormone 


} Twice within a few days 





354 AuG. 13, 1949 


DETERMINATION OF SEX HORMONES 








and/or its metabolites, and (6) that no other substances 
present in the extract under consideration show the same 
properties or interfere with the reaction employed. 

Unless these two facts have been established by bio- 
chemical research no chemical determinations are possible. 
That is why gonadotropins, for instance, as protein com- 
pounds of unknown chemical constitution, are tested exclu- 
sively by biological methods. (Compare, however, the 
work of Mello, 1943.) Bio-assay measurements are com- 
parative and require the use of a reference standard, 
because differences in strain, living conditions, and age of 
test animals (mostly mice, rats, and rabbits) sometimes 
lead to divergent results. Therefore values obtained from 
biological tests by different research workers are compar- 
able only if related to the international unit of a standard 
preparation‘ 

Some clinicians prefer biological methods, arguing that 
biologically active principles can be measured only by the 
response of a living organism. But actually the respective 
proportions of active principles and the corresponding 
chemical fractions in human urine are fairly well known. 
Chemical and biological standard methods are therefore 
regarded as equally reliable and informative. 


Gonadotropins 


Aschheim and Zondek, and independently Smith, in 
1926-7 observed that immature mice respond to implanta- 
tions of pituitary or injections of human pregnancy urine 
with precocious ripening of their ovaries. This reaction is 
the effect of the gonadotropic hormones. These are not 
sex-specific, as they stimulate male as well as female gonads. 

In the pituitary two fractions of gonadotropins are pro- 
duced: the follicle-stimulating hormone stimulates pri- 
mordial follicles of the ovary to develop into mature 
follicles, which in turn produce oestrogens ; the luteinizing 
hormone transforms the ruptured follicles into corpora 
lutea, which in turn will produce progesterone. 

Gonadotropins also have a stimulating effect on the 
size and functional aetivity of the testis. 

A source of gonadotropins other than the pituitary is 
the placenta, which is the chief producer of the luteinizing 
factor. Tumours derived from chorionic tissues likewise 
produce gonadotropins, the amounts far exceeding those 
already high during pregnancy. 

Generally, routine biological tests determine both frac- 
tions: together. Separation of follicle-stimulating hormone 
and luteinizing hormone is done only in biological research 
work and is not used for clinical examinations. 

Determinations of high gonadotropin levels in body 
fluids are of practical importance for the early diagnosis of 
pregnancy. A drop to subnormal values indicates foetal 
death. Excessive rise in gonadotropin titres as proved 
by a positive Aschheim-Zondek reaction with highly diluted 
samples of urine indicates pathological growth of hormone- 
producing chorionic tissues, such as hydatid mole, chorion- 
epithelioma, and some kinds of teratoma containing 
chorionic cells. 

In conditions other than pregnancy only small amounts 
of gonadotropins are present. Therefore they must be 
concentrated before they can be measured by the biological 
tests available. During the menstrual cycle gonadotropin 
excretion rises and falls, with a peak about the time of 
ovulation. Several determinations have therefore to be 
made, the most important one being in mid-cycle. 

In castrates of both sexes, in old men, in women at the 
menopause, and in conditions due to primary ovarian 
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failure a rise of gonadotropin levels has been demon. 
strated. This fact is said to be at least partly responsible 
for climacteric troubles. 

The pituitary gland influences the whole endocrine system 
Therefore control of gonadotropins is of interest in ajj 
cases in which endocrine dysfunction is suspected. High 
levels of gonadotropins are to be expected in pituitary 
basophilic hyperplasia or adenoma and in organic diseases 
of the hypothalamus. On the contrary, low values are 
found when the basophilic cells of the pituitary are 
destroyed by tumour growth—for example, in cases of 
chromophobic adenoma, eosinophilic adenoma, and cranio. 
pharyngioma or some other intracranial tumours—and in 
all cases of symptomatic or idiopathic pituitary atrophy, 
such as Simmonds’s disease, Dercum’s disease, and the 
syndromes of Fréhlich and Laurence-Moon-Biedl. 


Oestrogens 


The three naturally occurring oestrogens considered here 
are oestradiol, oestrone, and oestriol, the first being the 
most potent, the last-named the least potent. They are 
formed not only in the ovary and in the placenta but, in 
much smaller amounts, also in the adrenals and in the testes. 
Possibly only oestradiol is actually elaborated by the glands, 
the two other oestrogens being its metabolites. All three 
are excreted in urine, to a small extent as such, but mainly 
in conjugated form as sulphate or glucuronide. The only 
inactive metabolites known are the oestranediols, which, 
however, have no clinical importance. 

The oestrogens stimulate proliferation of the myometrium, 
endometrium, and vagina, and furthermore they develop 
the mammary gland and other secondary sex characters. 

The most widely employed biological test (Emmens, 
1939 ; Pedersen-Bjergaard, 1939) is based on the ability 
of oestrogenic hormones to induce cornification of the 
vaginal epithelium in spayed mice and rats. Positive 
reaction is demonstrated by the presence of cornified 
cells in the vaginal smear. For the determination of low 
oestrogen concentrations the histological demonstration of 
vaginal mucification preceding cornification has been used 
(Fluhmann, 1930). These biological tests necessitate a 
previous chemical preparation of urine involving libera- 
tion of the active principles by hydrolysis of the inac- 
tive conjugated oestrogens, followed by extraction and 
concentration. 

Numerous chemical procedures have been described in 
the literature using colour reactions of the oestrogenic 
phenols for their colorimetric determination. Unfor- 
tunately, they can replace bio-assay only in conditions 
such as pregnancy, when high levels are present. To the 
clinician it is much more important to determine the small 
amounts excreted during the menstrual cycle. This seems to 
be achieved by a fluorometric method (Jailer, 1947-8) the 


principle of which has long been in use in veterinary 


medicine as a qualitative pregnancy test in mares (Cuboni, 
1934). 

Chemical determination as well as bio-assays may be 
done after separating the three oestrogens in order to 
determine their respective amounts. This chemical separa- 
tion (Pincus, 1945 ; Friedgood ef al., 1948) complicates the 
technique considerably, but nevertheless it may be worth 
while because of the additional information cn oestrogen 
metabolism which can be obtained. 

The rate of oestrogen excretion in urine varies during 
the stages of the menstrual cycle. The highest values are 
encountered at the end of the follicular phase, and consider- 
able amounts are still present during the luteal phase. 
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Before the onset of the menstrual flow a sharp drop occurs. 
Thus several determinations are necessary to adjudge the 
gestrogenic activity of the ovary. This determination of 
the rate of oestrogen excretion may be of importance in 
the detection of slight pathological deviations of oestrogen 
levels, which may cause functional troubles even when no 
morphological changes or menstrual disorders are observed. 

The same clinical symptoms may be produced by dif- 
ferent oestrogen production, as, for example, in amenor- 
rhoea, in which oestrogen values may be low or high, cyclic 
or acyclic. 

As practically no oestrogens are detectable in menopausal 
women, positive tests suggest hormone-producing tumours 
of the ovary or of the adrenals. Also, in the male, tumours 
of the adrenals, and especially adrenal carcinoma, may 
produce considerable amounts of oestrogens. 


Progesterone and Pregnanediol 
Gonadotropins stimulate not only oestrogen but also 


progesterone production in the ovary. The latter hormone ~ 


is elaborated in the corpus luteum and, from the third or 
fourth month of pregnancy onwards, in the placenta. Its 
principal actions are: (1) the secretory transformation of 
the uterine mucosa, and (2) the muscular relaxation of the 
whole uterus. These progestational changes allow of the 
implantation of the fertilized ovum and make possible the 
undisturbed growth of the embryo. 

The biological assay of progesterone makes use of the 
effect of this hormone on the endometrium. The test animal 
is the immature (Clauberg, 1930) or castrated (Corner and 
Allen, 1929) rabbit, which must have received preparatory 
treatment with oestrogen in order to induce the prolifera- 
tive phase of its endometrium. The test is positive if in the 
histological examinations signs of secretory transformation 
are observed. By intrauterine administration of the material 
to be tested (de Allende, 1940 ; Hooker and Forbes, 1947) 
even the small amounts of progesterone present in the blood 
of normal women during the second half of the menstrual 
cycle can be detected. The test, however, is not rigidly 
specific for progesterone, because two other hormones— 
namely, testosterone (from the testis) and desoxycorti- 
costerone (from the adrenal cortex)—are also able to 
induce the transformation of the proliferated uterine 
mucosa into its secretory phase. Of course, the respec- 
tive activities are not the same. The doses required, as 
compared with progesterone, are six times greater for 
desoxycorticosterone and twenty times greater for 
testosterone. 

The biological assay of progesterone gives positive 
results only with certain tissue extracts and with blood, 
but in urine practically no progesterone can be detected. 
This is explained by the rapid inactivation of this hormone 
within the body, leading partly to the formation of preg- 
nanediol. This progesterone metabolite is eliminated in 
urine in conjugated form as sodium pregnanediol glucuroni- 
date. Its chemical constitution differs only slightly from 
that of the parent compound, progesterone, but neverthe- 
less it has no biological activity at all and can be 
determined only by chemical methods. 

We use a method of our own (de Watteville e al., 
1948) which is relatively simple, reliable, and rapid. It is 
based on hydrolysis of the glucuronide and simultaneous 
extraction of the freed pregnanediol, followed finally by 
chromatographic isolation of the pure compound by means 
of an aluminium oxide column. The crystalline preg- 
nanediol is weighed, and its purity can be controlled by 
determination of the melting-point. 
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Clinical experience has shown that, broadly, urinary 
pregnanediol levels parallel progesterone action observed 
in the organism. We are entitled, therefore, to use the 
pregnanediol level in urine as a reliable indicator of 
progesterone production by the corpus luteum or the 
placenta. The minimal amount of pregnanediol derived 
from normal adrenal steroids is too small to interfere with 
determinations during the menstrual cycle or in pregnancy. 
It acquires, however, some value as a diagnostic aid when 
considerably increased by certain adrenal tumours or 
adrenal hyperplasia. Still, the chief importance of preg- 
nanediol determination lies in gynaecological and obstetrical 
diagnosis. 

Together with the assay of gonadotropins, pregnanediol 
is employed as a test for normal or disturbed pregnancy. 
In threatened abortion normal or decreased pregnanediol 
levels are most informative regarding whether the further 
evolution will be good or bad. In cases of threatened or 
doubtful missed abortion the decision whether to interrupt 
pregnancy or not can almost exclusively be based on 
pregnanediol values. 

Pregnanediol determinations are also very useful during 
the second half of the menstrual cycle. Normal values 
between the sixteenth and twenty-sixth days of the cycle 
are conclusive evidence that a normal corpus luteum is 
present. On the other hand, zero values are found only 
in anovulatory cycles when follicle rupture does not occur 
and no corpora lutea are formed. Finally, if pregnanediol 
values are too low, or if the period of excretion is too 
short, then progestational deficiency is strongly suggested. 

It is well known that the ovary is not autonomous. 
Corpus luteum function, as well as follicle ripening, depends 
upon pituitary gonadotropins, and its disorders may be 
caused either by a primary ovarian deficiency or by dis- 
turbances of the pituitary. The latter, however, may be 
responsible for quite a lot of other more general. disorders 
—for instance, post-partum obesity, which shows luteal 
deficiency of pituitary origin and can be successfully treated 
with pituitary luteinizing hormone. The meaning of all 
this is that normal pregnanediol values, if considered 
together with the clinical picture, enable us to exclude 
either ovarian failure or disorders of the gonadotropic 
function of the pituitary. 


Androgens and 17-Ketosteroids 


Testosterone is the characteristic endogenous hormone of 
the testicle. In the human body it is converted partly to 
androsterone and other 17-ketosteroids of less or no bio- 
logical activity. These conversion products are excreted by 
the kidneys, but no testosterone is found in urine. Andro- 
genic activity as well as 17-ketosteroids have been demon- 
strated in the urine of children and adults of both sexes. 
This is explained by the fact that androgens and 17- 
ketosteroids are not only of gonadal but also of adrenal 
origin. The normal output of 17-ketosteroids varies with 
age and sex; an extensive study of this subject (inclu- 
ding standard curves) has been published by Hamburger 
(1948). In women, adrenals are by far the most prolific 
source of androgenic substances and 17-ketosteroids, the 
concentration of these being almost the same in normal 
and ovariectomized women, but less than in urine of normal 
men. Nevertheless, the ovaries also seem to be capable 
of androgen formation, as is strongly suggested by the fact 
that virilism may be caused by arrhenoblastoma. In men, 
both adrenals and testes are concerned with androgen and 
17-ketosteroid elaboration: it is supposed that the testes 
account for 20 to 40% of the urinary 17-ketosteroids. 
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Determination values, therefore, are not a conclusive index 
of spermatogenic function, but in case of deficiency they 
may provide a clue to the incretory status of the testes and 
indicate a deficiency of the testicular hormone. Eunuchoids, 
for instance, excrete appreciably less androgens than 
normal men. In cases with destructive processes of the 
adrenals, such as Addison’s disease, the values found are 
also low. 

In some castrated and menopausal women and in those 
with arrhenoblastoma 17-ketosteroids tend to be increased. 
Urines from cases with adrenal hyperplasia or tumour yield 
enormous quantities of certain 17-ketosteroids. Therefore 
a rise in 17-ketosteroid output may be regarded as an aid 
in the differential diagnosis between Cushing’s disease due 
to adrenal cortical tumour and that of pituitary origin 
where the level is apparently within normal limits. 

The biological assay (Gallagher et al., 1937) is based on 
the ability of androgenic material to promote comb-growth 
in the capon. To replace the biological test Zimmermann’s 
(1935, 1946) colorimetric m-dinitrobenzene reaction, as modi- 
fied by Callow et al. (1938) and many other workers, is now 
widely used for the determination of urinary non-phenolic 
17-ketosteroids. To increase the specificity of this method 
it is strongly recommended to eliminate unspecific chromo- 
gens from the extract, using chromatography (Talbot ef al., 
1941), charcoal (Consolazio and Talbott, 1940), or Girard’s 
reagent T (Talbot et al., 1940). Even then the 17-ketosteroid 
values obtained are too high if the 20-ketosteroids of preg- 
nancy urine are present to contribute to the colour intensity. 
Pincus’s (1943) antimony trichloride reagent seems to be 
more specific, but it does not react with dehydro-iso- 
androsterone, an important 17-ketosteroid in the B-fraction. 
The neutral steroid fraction of human urines can be separ- 
ated into an a- and a #-fraction of ketosteroids (Pincus, 
1945). The determination of these two fractions may aid 
in the differential diagnosis between adrenal cortical hyper- 
plasia and adrenal carcinoma, the B-fraction being markedly 
increased in the latter. 

Much useful information could be gained from frac- 
tionating the extracts still further in order to trace individual 
steroids instead of groups. Unfortunately, the chemical 
procedure involved (Dingemanse et al., 1946) is too 
laborious to permit its use in daily clinical routine work 

The value of the determination of androgens and 
17-ketosteroids in the diagnosis of gonadal and adrenal 
disorders is limited, because of great individual variations 
in both normal and abnormal subjects. Repeated deter- 
minations in the same subject, however, may yield some 
information about the evolution of an endocrine disease 
and about the therapeutic success. With regard to single 
determinations, significance can be attributed only to the 
very high figures occurring in cases of adrenal tumour. 


Conclusions 


Clinical endocrinology, although complicated, is of 
increasing importance. In order to stress this importance 
we may give some final conclusions: (1) Hormone deter- 
minations are of value only when considered simultaneously 
with, and in close relation to, the clinical picture of a case. 
(2) The usefulness of routine hormone determinations is 
threefold—theoretical, diagnostic, and therapeutic. (3) Their 
theoretical importance lies in basic research work on hor- 
mone metabolism, when we are trying to learn everything 
about the fate of hormone substances within the body, how 
they are produced, transformed in the target organ, inacti- 
vated, and excreted. (4) In diagnosis they provide valuable 
information on glandular functions, indicating whether 


DETERMINATION OF SEX HORMONES 


sieedinien hs MEDICAL Journai 


these are normal, increased, or deficient. (5) In therap 
at last, they help us to judge the effect of hormone ita 
ment on internal secretion—whether we have succeeded 
in stimulating, substituting, or regulating the functions we 
meant to influence. , 


Hormone research and its clinical applications are jp 
full progress, but much work has yet to be done. We can 
be sure that the result of future research will extend stjjj 
further the assistance which the physician already receives 
from the laboratory. 


Readers not familiar with the steroid nomenclature men. 
tioned in this paper are referred to the instructive survey 
by Mason (1948). : 


We are indebted to Harris and Thimann (1943-7), Burrows (1945) 
Hamblen (1945), and Pincus (1947-8), whose books and reviews may 
profitably be consulted for further and more detailed information 
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The Ministry of National Insurance reports that seven million 
new claims to sickness benefit have been made in the first year 
of the scheme that started on July 5, 1948—an average of 
140,000 a week, about one half of which included claims for 
dependants. New claims rose to a peak of 220,000 during the 
week ending Feb. 22; the present rate is about 100,000 a week. 
About three-quarters of a million claims have been made for 
Industrial Injuries benefits of all kinds during the first year. 
Some 16,000 claims are made each week for injury benefit, and 
claims to disablement benefit are being received at the rate 
of nearly 6,000 a month. Claimants are being examined by 
103 medical boarding centres to assess the degree of disable- 
ment, and 13 medical appeal tribunals hear appeals against 
assessments. Just under 200 claims a month have been received 
for the death benefit paid to the widow or to certain other 
dependants of a man who has died as a result of an industrial 
accident or disease. 
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One of the most striking but unexplained characteristics 
of poliomyelitis, to which many workers have drawn atten- 
tion, is its relatively greater incidence and epidemicity in 
countries with high standards of living and good sanita- 
tion. In contrast it has “ remained endemic and sporadic 
in countries where living conditions are poor, sanitary 
facilities minimal or non-existent, and infant mortality 
high” (Horstmann, 1948). Correspondingly, while water 
supplies and means of excreta disposal have been improved, 
while social conditions and nutrition have been steadily 
advancing, the disease has risen in many countries from 
sporadic or Only small-scale appearances to epidemics on 
a wide scale. There seems no doubt whatever that this 
change is predominantly real, though its actual magnitude 
may well be exaggerated by the increasing attention paid 
during the last 50 years to the abortive and non-paralytic 
cases. 

Somewhat similarly, the early literature on poliomyelitis 
contains constant references to the victims of the disease 
as healthy and strong children—indeed, Heine himself made 
such comment over a hundred years ago. This observa- 
tion—if in fact the disease does fall with significantly 
greater frequency upon such children—might be explicable 
on the grounds that the strong and healthy by taking more 
muscular activity run a greater risk of bringing themselves 
into the paralytic class and thereby of being more often 
observed (Russell, 1947). 

It has also been stated, and not infrequently, that the 
cases in a localized outbreak have been unduly concentrated 
in the better and more sanitary parts of the area. Thus, 
for example, Gilloran (1949) quotes the report of the 
medical officer of health for Beaminster rural district 
(Dorset) on a small outbreak in 1914: “ The cases nearly 
all occurred . . . in the least-crowded and most sanitary 
part of the town on the main street.” Going further afield, 
an inverse relationship between population density and 
attack rate was reported in the Mauritius outbreak of 1945 
(McFarlan eft al.). There is no dearth of such comments 
in the literature. 

More recently, and arising out of the unprecedented 
epidemic that took place in Great Britain in 1947, it has 
been suggested that within a country exposed to a widely 
spread outbreak the incidence is likely to fall more heavily 
upon the communities that enjoy the most favourable 
environment and the best social conditions. Thus in a 
discussion of the poliomyelitis experience of the borough 
of Luton in 1947 it was said that “the birth rate was 21.3, 
death rate 9.4, infantile mortality rate 36, stillbirth rate 
21.3, and maternal mortality rate 0.8. The outbreak was 
therefore set in circumstances of good health and low 
infection—a characteristic of poliomyelitis which seems 

to favour populations in favourable conditions where public 
health services are above the average” (Med. Off., 1948). 

Such striking events, however, may easily meet the eye 
and lead to comment while more normal or more expected 


_closely,.with the general death -rate. 
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happenings naturally tend to go unobserved and unrecorded. 
A full statistical account of the distribution of cases in 
relation to social environment is needed, and this we have 
attempted for the epidemic of 1947. 


The Statistical Data 


Through the kindness of the Registrar-General we were 
provided with the number of corrected notifications of 
poliomyelitis (including polio-encephalitis) in each of the 
125 great towns and the 148 smaller towns of England and 
Wales in the year 1947. From these we computed the 
poliomyelitis attack rate during the year in each town 
(necessarily the crude rate at all ages, since attacks by ages 
are not available). 

In the absence of a census since 1931 we have no up-to- 
date measure, in these towns, of overcrowding or of social- 
class attributes to use as our index of environment. Such 
characteristics are, however, invariably correlated closely 
with the infant mortality rate and to some extent, but less 
These, it will be 
recalled, were used as evidence of the social setting of the 
epidemic in Luton. As an indirect index of the environ- 
ment we have therefore used these rates as computed for 
each town in the two years previous to the epidemic, 
1945 and 1946 (the mean rate for these years). 


Results 


Correlation of the recorded attack rate from poliomyelitis 
with the specified mortality rates gave the following results 


(coefficients of correlation): 


125 Great Towns 148 Smaller Towns 
Attack rate of poliomyelitis and crude 


death rate —0-10 aa +0-04 
Attack rate of poliomyelitis and infant 
mortality rate ‘Aa —0-04 sa —0-13 


These coefficients are all technically insignificant and there- 
fore reveal no association between the incidence of polio- 
myelitis and the total and infant death rates of the 
towns. 

The infant mortality index covers, by definition, the 
whole of the first year of life. It is, however, well known 
that the social and economic environment is mainly corre- 
lated with the mortality of the latter parts of the first 
year of life and less closely associated with deaths in the 
neonatal period. We therefore computed the degree of 
association between the attack rates of poliomyelitis and 
the infant mortality experiences of the great towns in 1945, 
limited to the ages 1-12 months and 6-12 months. The 
coefficients of correlation were as follows: 


125 Great Towns 
Attack rate of ' aa and infant mortality at 


1-12 months o - 0-08 
Attack rate of ee and infant I mortality at 
6-12 months o' —0-07 


Once more the coefficients are very small and again they 
are technically insignificant. 

Reverting, therefore, to the total infant mortality rate— 
i.e., over the whole of the first year of life—the distribution 
of the poliomyelitis incidence in the total 273 towns in 
relation to this social index may be shown as in the table 
on the next page. 

As follows inevitably from the insignificant correlations 
shown above, there is at every level of infant mortality a 
very wide scatter in the level of epidemicity of poliomye- 
litis. Over infant mortality rates ranging from 30 to 60 
per 1,000 there is clearly no material difference between 
the percentage distributions showing the frequency with 
which different attack rates of poliomyelitis were recorded. 
At the two extremes of infant mortality, under 30 and 
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Number of Towns Showing Given Infant Mortality Rate in 1945-6 
and Given Poliomyelitis Incidence in 1947 



































Poliomyelitis Attack Infant Mortality Rate per 1,000 Live Births 
Rate per 100,000 
Inhabitants Under 30| 30-39 | 40-49 | 50-59 | 60+ | Total 

Under 5 — | 18 12 10 4 44 
5-9 1 : 2 19 12 8 63 
10-14 2 18 23 il 6 60 
15-19 7 18 8 11 2 46 
20-24 2 7 6 4 oe 19 
25-29 1 2 2 7 1 13 
30+ 3 11 5 6 3 28 

Total .. 16 97 75 61 24 273 

Percentage Distribution 

Under 10 .. es 63 42:2 41:3 36-1 | 500 | 
10-19 a <i 56-3 37-1 41-3 36:1 | 333 | 
20-29 ate a 188 | 93 10-7 18-0 4:2 
30+ ee se 18-8 | 11-3 6-7 9-8 12-5 

Total .. | 100-2 99-9 | 100-0 | 100-0 100-0 

















over 60, it might be thought that there was at the lower 
end a slight excess of towns with a high poliomyelitis 
incidence and at the upper an excess with a low attack 
rate. But the numbers of towns in these extreme categories 
are small and the scatter of poliomyelitis rates obviously 
very wide. Clearly, therefore, a very favourable rate of 
infant mortality, and thereby, as a rule, favourable social 
conditions, need lead to no alarm that an unduly high 
incidence of poliomyelitis will inevitably, or even probably, 
be experienced in an epidemic year. 


Experience of London 


The incidence of poliomyelitis in London in the 1947 
epidemic has been studied in detail by Daley and Benjamin 
(1948). To test the relationship between incidence and 
social conditions they correlated the attack rate in the 28 
boroughs with the proportion of males aged 14+ who were 
in social groups IV and V at the 1931 census (the least 
skilled occupationally). The coefficient of correlation resul- 
ting was +0.13, an insignificant value. On the other hand, 
between incidence in the 28 boroughs and number of per- 
sons per dwelling they did find an appreciable degree of 
correlation—namely, —0.48—indicating that the more per- 
sons per dwelling there were the lower was the attack rate. 
In explanation the authors suggest that when the virus 
enters a household it may usually infect all persons but 
will in most instances produce an overt attack in only one 
member. It would then follow that the larger the house- 
hold the smaller on the average would be the proportion 
of -overt attacks. 

As an index of social conditions the proportion of persons 
living more than two to a room would clearly be preferable 
to the absolute number of persons per dwelling. We have 
therefore correlated the former with the incidence of polio- 
myelitis in the London boroughs in 1947, and reach a co- 
efficient of +0.29. This insignificant (and positive) value 
is in accordance with that found by Daley and Benjamin 
between the attack rate and proportion of males in the lowest 
social classes. These correlations for London suffer, it may 
be noted, from the defect that the indices of conditions are 
based upon the 1931 census. The relative gradings of the 
London boroughs may not have undergone serious changes 
since then, but that is an assumption that must be made. 


Summary 


It has been suggested that towns with favourable health 
conditions as revealed by low infant and general mortality 
rates are peculiarly liable to a heavy incidence of poliomyelitis 
when that disease becomes epidemic. The recorded notifications 
of poliomyelitis in the 273 large and small towns of England 
and Wales show no such association between the attack rates 


tie, 


they suffered in the 1947 epidemic and the infant and genera) 
death rate they experienced in the two preceding years 
1945-6. In other words, according to this experience, favour. 
able mortality rates, indicating favourable social conditions jp 
a locality, need not raise fears of an unduly heavy risk when 
poliomyelitis becomes widespread. 
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PRODUCTION OF DENTAL CARIES 
A NEW HYPOTHESIS 
BY 


P. PINCUS, D.D.Sc.Melb., Ph.D.Lond., F.D.S. R.CS, 


(From the Physiology Department, Medical School, Middlesex 
Hospital) 


Structure of Teeth, with Reference to Occlusal Grooves and 
Development 


Human molar teeth show cusps on the biting surfaces; 
between the cusps lie grooves. The biting surfaces are 
known as occlusal surfaces, and the grooves as occlusal 
grooves. It is of some importance to note that these 
grooves are commonly the site of caries, especially in the 
case of the lower first molars. In considering the mode of 
production of caries the contents of the occlusal grooves 
must be taken into account, since the grooves themselves 
are often so narrow that the contents are unlikely to be 
removed by the chewing of food or the use of a tooth- 
brush. Soon after eruption the contents of shallow occlusal 
grooves are lost. However, in the present work it is not 
towards these but towards the narrow inaccessible grooves 
that attention is directed. 

Enamel is laid down by cells (ameloblasts) which move 
from within outwards, depositing soft enamel matrix, 
which later hardens to become mature enamel. The pas- 
sage of the ameloblasts is marked by the traces of organic 
material which remain ‘between the prisms. The highest 
concentrations of organic material in enamel are found 
between the prisms, while the prisms themselves are 
permeated by 
organic material. 
The enamel can 
be distinctly seen 
radiographically ale 
only when calcifi- 
cation occurs ; this 
takes place first at 
the cusp tips and 
later gradually 
spreads over the 
rest of the tooth 
crown (Apple- 
baum, 1943). Cal- 
cification is a late 
stage in the de- 
velopment of the 
enamel; finally, 



































Fic. 1.—Diagrammatic representation of 
the order in which calcification occurs in a 
molar tooth. The formation of an occlusal 
groove is seen. Drawings based on x-ray 
appearances. E=Enamel, D=Dentine. 


the enamel under- 
goes a process of 
maturation. Teeth 
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ying under the oral epithelium which are exposed at opera- 
tion appear On gross examination to be fully calcified ; such 
teeth can also be demonstrated radiographically in this 
position. There is doubt, however, whether the enamel of 
such teeth is in every respect fully matured (Professor F. C. 
Wilkinson—private Communication). 

On the surface of newly formed enamel there is found 
a layer of protein (Nasmyth’s membrane). It consists in 
part of the ameloblasts which laid down the enamel and 
are now lifeless and without further function. Some doubt 
exists about the origin of the remaining part. Such a layer 
of protein lines the occlusal grooves, where, if narrow, they 
are least accessible to wear, but the protein layer is soon 
worn away from the tooth where it is exposed to 
mastication, as on the cusps. 

A diagram of cusp calcification is shown in Fig. 1. 
It is not clear whether intact enamel invariably lines an 
occlusal groove ; if the enamel is not intact, direct access 
to the dentine by mouth fluids and bacteria may occur. 
Histological examination shows that in some lower first 
molars the enamel at the bottom of the occlusal groove is 
faulty at some point or points along its length. Such 
faults range in size from a minute crack to a gap in the 
enamel leading to exposure of the dentine. The question 
arises whether such eracks are developmental or trau- 
matic in origin. King (1935) has produced evidence in 
favour of the traumatic theory. He examined experimen- 
tally the possibility that hard food particles may exercise 
a “ wedging ” action in occlusal fissures, and concluded that 
such an action may play a part in the production of enamel 
cracks in the molars of rats. 


Contents of Occlusal Grooves 

Nasmyth’s membrane, the layer of protein on the surface 
of newly formed enamel, is bound down to the surface of 
the enamel by a series of stalactite-like processes ; there is 
one such prolongation between each enamel prism and its 
neighbour. Tests have shown that Nasmyth’s membrane 
can resist some though not all forms of bacterial attack. 
These observations, taken in conjunction with the narrow- 
ness of some occlusal grooves, suggest that structures of 
developmental origin may normally persist throughout life 
in the less accessible parts of these grooves. Fig. 1 also 
shows that any tissue which was lying between the cusps 
as they formed might be “trapped” there and carried 
through in situ when the tooth erupted. Trotter (1941) has 
shown that fully formed tooth crowns surrounded by 
formative epithelia may be seen a short distance beneath 
the oral epithelium before eruption takes place. Although 
further examination of fissure formation is needed, it 
seems that some part of the contents of occlusal grooves 
is developmental in origin—i.e., that part which is situated 
beyond the reach of normal wear owing to the narrow 
shape of the occlusal groove. 

Examination of buried teeth (which were removed surgi- 
cally without having been in use in the mouth) shows that 
two structures which differ in their nature may be found 
in the occlusal grooves both in unerupted and in newly 
erupted teeth. These structures are “groove protein” 
(Pincus, 1948a) and Nasmyth’s membrane. It has been 
possible to separate these two structures and examine them 
by means of (qualitative) biochemical methods (Pincus, 
1948b). Up to now only a few such teeth have been 
available for examination. While this rigid selection limits 
the number of specimens, it does ensure that the tissues 
examined are of truly developmental origin. Nasmyth’s 
membrane, which is one of the two structures found in 
occlusal grooves, resembles a mucoprotein (see below). 


Mucoproteins on hydrolysis yield sulphuric acid, a 
hexosamine, a hexuronic acid, and acetic acid (Harrow, 
1946). 

Reference has been made above to the possibility that 
occlusal grooves with faulty enamel lining may allow direct 
access of mouth fluids and bacteria to the dentine. This 
direct channel of communication is of clinical significance 
because the dentine may thus be exposed to external 
noxious influences in the absence of preceding caries of 
the enamel. It should be mentioned, however, that the 
presence of such direct communication does not necessarily 
mean that caries of the dentine must occur. 


Current Theories of Dental Caries Production 
1. Role of Lactic Acid 


In 1867 Leber and Rottenstein suggested that caries was 
due to lactic acid formed from food remnants left on the 
teeth. Miller (1885) carried out a number of experiments 
bearing on this question, and the theory has become asso- 
ciated with his name. It is true that lactic acid may be 
formed as a result of bacterial action. Some lactobacilli 
are robust organisms, and if present in media rich in carbo- 
hydrate they may soon predominate in a mixed culture. 
In tubes of nutrient broth containing lactobacilli and bread 
kept at 37° C., to which fresh bread is added from time 
to time, lactic acid soon accumulates; although such 
observations as these lend support to Miller’s conclusions, 
facts have since come to light which may affect the validity 
of the theory. 

The conditions in test-tube experiments differ greatly 
in one respect from those that are present in the mouth ; 
the stasis in the test-tube is in marked contrast to the 
flow of saliva in the mouth, which can wash away acid 
that is released. In addition a buffering action is exerted 
in the mouth by both the calcium salts and the protein 
present, further minimizing changes in hydrogen-ion con- 
centration. Acid attack on enamel occurs extremely slowly 
unless the normal pH value of human saliva, which is 
about 6.8, is replaced by a value below 4.5 and maintained 
at that level. There is no evidence that a degree of acidity 
sufficient to produce caries is ever maintained in the mouth 
cavity for the necessary length of time. Soft “ plaques” 
of unknown composition, but probably of bacterial origin, 
are known to occur on teeth in the mouth, both in areas 
susceptible to caries and in areas where caries is seldom 
seen. It has been suggested that these “plaques” are a 
factor in maintaining a concentration of acid external to 
the tooth and sufficient to account for the initial lesion 
of caries; further evidence on this point is, however, 
desirable. 

A further comment on Miller’s theory may be made. 
When a tooth erupts, the occlusal groove, as explained, is 
filled to overflowing with Nasmyth’s membrane and 
“ groove protein” (Fig. 2). In the course of time some of 
the more superficially situated groove protein is worn away 
(Fig. 3) and its place may be taken by adventitious material 
derived from the mouth cavity (Fig. 4). This material may 
conceivably act as a “ plaque”; in other words, it might 
be a site of lactic acid formation, although, as stated, there 
is as yet inadequate evidence on this point. 

If lactic acid were to be released from this adventitious 
material and attack the enamel, the site of the resulting 
caries would be at AA in Fig. 5, on the lateral walls of 
the superficial part of the occlusal groove. In point of 
fact caries does not develop here, but makes its first appear- 
ance at the very bottom of the occlusal groove—i.e., at 
B in Fig. 5. Now between the hypothetical site of lactic 
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acid formation and the actual site of caries development 
a plug of persistent protein intervenes which would doubt- 
less buffer the acid and protect the deeper part of the 
groove from being damaged. These considerations suggest 
that it .is highly unlikely that lactic acid formed in 
“ plaques” is the cause of caries beginning at the bottom 
of the occlusal groove. 

These contentions are supported by the following experi- 
mental findings. If a perfectly sound molar tooth is placed 
in a solution of 2% HCl the enamel is in time completely 
dissolved away, but the protein contents of the groove are 
left intact. Any lactic acid, therefore, which is formed in 
a “plaque” in the superficial part of the occlusal groove 
could not dissolve away the persistent protein content of 
the groove and thus could not reach the bottom of the 
groove, where caries actually first sets in. The conclusion 
is therefore that, whatever may be the role of lactic acid 
in caries formation in other sites, lactic acid formation 
cannot account for the development of caries at its 
commonest site—i.e., at the bottom of the occlusal groove. 


NASMYTHS 


Vv 
= MEMBRAN= 


PROTEIN 





GROOVE 
PROTEIN 
| 


{ 






H _NASMYTH'S 
MEMBRANE 


Fic. 3.—The occlusal groove 
in a tooth which has been in 


Fic. 2.—The occlusal groove in 
use in the mouth. 


a newly erupted tooth. 


2. Relation of Tooth Structure to Caries 


The well-known work of Mellanby and Mellanby (1948) 
demonstrated conclusively that the structure of a tooth 
depends on the adequacy of the diet in respect of calcium, 
phosphorus, and vitamin D content. They found, further, 
that better-formed teeth are less liable to be affected by 
caries than less-well-formed teeth. The outstanding prac- 
tical importance of these observations is obvious, but their 
work does not as yet explain the actual mechanism by 
which caries is produced in teeth of poor structure. 


A Suggested New Chemical Theory of Caries 


All previous theories stress the importance of the 
inorganic constituents of a tooth in relation to caries pro- 
duction. In the new theory to be outlined here it is 
suggested that the organic constituents of a tooth are of 
major importance. Excluding the cementum and pulp 
tissue, three proteins are found in teeth—namely, groove 
protein, enamel protein (Nasmyth’s membrane and its pro- 
longations into the enamel), and dentine protein. Dentine 
and enamel proteins have been examined in some detail, 
and both have been found to contain combined sulphuric 
acid. Enamel protein is a mucoprotein (Pincus, 1949). 
Neuberg and Hofmann (1931) demonstrated that many 
bacteria can form an enzyme, called sulphatase, which 


releases combined acid from the form in which it eXisis 
in mucoproteins. Such sulphatase-forming bacteria are 
present in the mouth as Gram-negative bacilli. 

In the present work three sources of sulphatase have 
been employed—two strains of Gram-negative bacilli found 
in carious material, and Aspergillus oryzae. Material has 
been extracted from human dentine which when exposed 
to sulphatase releases sulphuric acid. The sulphatase has 
so far not attacked intact dentine or enamel protein ; the 
extracted material on which it does act is a polysaccharide 
in which combined sulphuric acid is present. The dentine 
protein consists of a protein moiety collagen and the 
polysaccharide already referred to. Before the sulphatase 
can act on the tooth it would seem that initial hydrolysis 
of the protein to release the polysaccharide must take 
place ; it is not known at present how this initial reaction 
occurs. The presence of a similar polysaccharide has been 
demonstrated in enamel protein, and there is some evidence 
that it is also present in groove protein. It is thought that 
the sulphatase of the- Gram-negative mouth bacilli acts on 
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Fic. 4.—The situation of the breakdown of “ plaque” 

“plaque” material in relation material. Arrow B _ shows 


where caries in an_ occlusal 


to groove protein and 
groove is usually found. 


Nasmyth’s membrane. 


the polysaccharide in these various tooth proteins, thus 
releasing sulphuric acid. 

It is the initial freeing of combined sulphuric acid that 
forms the main feature of the present hypothesis. When 
the acid is freed by bacterial enzyme attack equilibrium is 
maintained at the expense of the calcium salts. At any 
given moment of the carious process the only free acid 
will be that which, having been released from one organic 
combination, has not yet formed a different combination 
with the calcium salts. The changes in the organic struc- 
tures of the teeth are thus regarded as primary and those 
in the inorganic structures as secondary in the process of 
caries. 

The release of sulphuric acid in enamel and in dentine 
may be expected to produce different effects on these two 
tissues as shown by experiments in which enamel and 
dentine were exposed to acid. Enamel attacked by acid 
becomes friable and is easily lost, while dentine attacked 
by acid may remain little changed on gross examination, 
apart from becoming softened. This difference in behaviour 
is accounted for by the fact that the inorganic material in 
enamel and in dentine may amount to 95% and 75% 
respectively. Thus the enamel exposed to acid will lose up 
to 95% of its constituents, while the dentine will lose only 
75%, leaving an adequate organic framework to maintain 
its general arrangement. 
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It is important to note that in clinical caries a similar 
state of affairs is found—i.e., the enamel is friable and 
readily lost, while the dentine is softened. It follows from 
the hypothesis enunciated above that CaSO, should be 
resent in carious material as a result of the interaction 
of the released sulphuric acid with calcium phosphate. In 
fact, CaSO, has been demonstrated in carious material, 
and it is absent from sound tooth structure. 

Gram-negative sulphatase-producing bacilli would thus 
pe the ultimate cause of caries. We do not yet know what 
are the conditions which determine the production and 
activity of the enzyme by these bacilli. Such conditions 
may play a large part in precipitating or preventing caries. 
This hypothesis argues that any organism in the mouth 
which can release sulphatase may be a factor in the pro- 

duction of caries. In other words, caries is not due to a 
specific bacillus but to specific enzymes, one of which has 
already been demonstrated, though obviously enzymes other 
than sulphatases are also involved in the complex process 
of initiation of caries. 

The conditions at the bottom of an occlusal groove would 
seem to be favourable for the multiplication of the Gram- 
negative bacilli and the release and action of the sulphatase 
and other necessary enzymes. If the enamel were first 
attacked this would enable the organisms to penetrate into 
the dentine. Although the organisms might initially enter 
the dentine through a minute site of destruction in the 
enamel, once they had got into the dentine they could 
further damage the enamel from its deeper aspect. 

The question still remains to be answered whether the 
hypothesis enunciated above can account for caries in situa- 
tions other than the bottom of the occlusal groove. CaSO, 
has been demonstrated in carious material no matter what 
the site from which it has been obtained, provided enough 
material is available. In other words there is an a priori 
reason for supposing that sulphatase-forming bacteria may 
be concerned in caries production anywhere in a tooth. 


Experimental Details 


Organic Material Present in Enamel and Dentine.— 
Protein is found on the surface of newly erupted enamel 
(Nasmyth’s membrane) and permeates the enamel in the 


‘ form of threads, one such between each enamel prism 


and its neighbour (Fig. 6). The presence of organic material 
in enamel can easily 
be demonstrated. 
PROTEIN After a_ thin slice 
of enamel has been 
slowly attacked by a 

7") OF PROTEIN weak acid so_ that 
ENAMEL.” most of the inorganic 
matter passes into 

JUNCTION So  — solution, microscopi- 
PSH] PROTEW cal examination shows 
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fine strands of an acid- 
resistant nature which 
remain in situ, leaving 
a replica of the struc- 
ture of the enamel, though this is now made up of organic 
material. Histological examination suggests that the organic 
material is a mucoprotein. In the present work sections 
of developing human enamel have been stained with 
thionin, when material resembling mucin was seen (Pincus, 
1948c). Wislocki et al. (1948), using histochemical methods, 
found that the ground structure of the enamel organ 
resembled an “ epithelial mucus,” comparable in staining 
reactions to the acid mucopolysaccharides of some con- 











Fic. 6.—Diagram illustrating the distri- 
bution of tooth proteins. 


nective tissues. Chemical examination of the organic 
material has shown it to be a mucoprotein. Its chemical 
composition is: nitrogen 5.1%, sulphur 0.4%, hexosamine 
11.2% ; while the following qualitative tests are positive: 
Millon, xanthoproteic, Sakaguchi, ninhydrin, p-dimethyl- 
aminobenzaldehyde, naphthoresorcinol, carbazole (Dische. 
1947). 

Mucoproteins and Chondroitin Sulphuric Acid.—Few 
direct-observations on the amount of protein present in 
enamel have been made. As a rule, determinations of 
nitrogen are carried out and the amount of protein calcu- 
lated from these results. Since mucoproteins contain a 
lower percentage of nitrogen (10%) than do other proteins 
(15%), it will be clear that the actual amount of protein 
present in enamel may be 50% greater than has previously 
been supposed. To arrive at a result more directly, the 
protein must first be separated from the enamel, a matter 
of some difficulty. This point is emphasized to show that 
the amount of protein present in enamel is sufficient for 
the production of acid as demanded by the new theory, 
and may amount to 5% by volume. It is known 
that dentine contains collagen (Harrow, 1946), and I have 
demonstrated that dentine contains the polysaccharide 
chondroitin sulphuric acid, which may be separated from 
dentine by the use of a method similar to that employed 
to separate the polysaccharide from cartilage (Meyer and 


Smyth, 1937). The composition of chondroitin sulphuric . 


acid separated from dentine is: nitrogen 1.7%, sulphur 
4.6%, acetyl 8.1%, hexosamine 26.3%, hexuronic acid 28%. 


Caries Bacteria 


In earlier work (Pincus, 1948d) I have shown that, when 
mixed caries bacteria were inoculated into tubes contain- 
ing cartilage (which is rich in chondroitin sulphuric acid) 
and incubated at 37° C., first Gram-positive forms 
resembling enterococci grew, while, later, Gram-negative 
bacilli resembling those of the Proteus group eventually 
outgrew all other forms. Both the Gram-positive and the 
Gram-negative forms were classified by their characteristics 


. as shown in pure culture. Now, Gram-negative bacilli of 


the Proteus group are found in caries (Hine and Bibby, 
1939) ; Neuberg and Hofmann (1931) have demonstrated 
in Gram-negative bacilli of the Proteus group the presence 
of an enzyme (sulphatase) that can liberate sulphuric acid 
from organic compounds in which it is present in combined 
form—e.g., mucoitin and chondroitin sulphuric acid. I have 
suggested above that such bacilli are present in the mouth 
and may play a part in caries by releasing sulphuric acid 
from the organic compounds in which it exists in the teeth. 
Evidence is presented elsewhere that bacterial enzymes 
can release free sulphuric acid quantitatively from both 
chondroitin and mucoitin sulphuric acid, which can be split 
off from enamel and dentine proteins. 

It may be seen that caries of enamel and of dentine may 
be accounted for by the hypothesis set out above, for 
which there is some experimental support. The fact that 
a large mass of carious dentine is often found in a tooth 
despite the tiny size of the point of entry in the enamel 
is a clinical commonplace for which the present hypothesis 
offers a reasonable explanation. In the new theory, once 
suitable organisms gain access to the dentine bacterial 
growth and enzyme production may proceed, using as 
nutriment that available in the tooth itself. No nutritional 
factors other than these would then be needed. 


Summary 


Between the cusps of molar teeth lie grooves which, especially 
if narrow, are a common site of caries. These grooves in newly 
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erupted teeth contain two structures which differ in biochemical 
nature ; one is a mucoprotein. 

Enamel at eruption is covered with a layer of protein, and 
is permeated with protein throughout life. Enamel protein is 
a mucoprotein, which comprises a class of proteins containing 
mucoitin sulphuric acid. 

Dentine contains chondroitin sulphuric acid. 

Gram-negative bacilli found in caries can release an enzyme 
—sulphatase. 

Sulphatase can release sulphuric acid from such combined 
forms as mucoitin sulphuric acid and chondroitin sulphuric 
acid, thus attacking the calcium salts of both enamel and 
dentine and causing caries. 


To my colleagues at the hospital and to the Medical ‘Research 
Council, which has provided financial facilities, I wish to express my 
indebtedness 
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A CASE OF PSITTACOSIS TREATED 
WITH PENICILLIN 


BY 


J. R. TASKER, M.B., M.R.C.P. 
Medical First Assistant, London Hospital 


The purpose of this note is to report the case of a patient 
infected with psittacosis who responded to treatment with 
penicillin. 

Case History 

A medical research worker aged 43 was admitted to hospital 
on Sept. 14, 1948. His work during the previous three months 
had involved the handling of material obtained frém mice 
infected with psittacosis virus. 

Two weeks before admission he had developed severe.coryza. 
Six days later (eight days before admission) he suffered the 
sudden onset of marked malaise, shivering, and high fever 
(temperature 103° F.—39.4° C.) associated with severe head- 
ache and vomiting. He went to bed, and the symptoms persisted 
unchanged for 48 hours. Then they suddenly abated, and for 
12 hours he felt much better. But five days before admission 
fever, rigors, headache, and vomiting returned ; anorexia was 
compiete ; both mental and physical prostration soon became 
marked features; and he slept poorly or not ‘at all. He 
developed a slight cough producing only scanty sputum. The 
day before admission he developed a sore throat. 

On admission to hospital he looked seriously ill, with pale 
complexion, sunken eyes, and hollow cheeks. His lips were 


crusted with sordes, and his tongue was dry, brown, and furred. 
He was not dyspnoeic, and lay flat in bed without distress. 
His temperature was 99° F. (37.2°C.), pulse 80, and respira- 
tions 22. The fauces and tonsils were injected but no exudate 
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was seen. The right tonsillar gland was enlarged and tende 

but other lymphatic glands were normal. Bronchial bene 

sounds were audible in scattered areas over the right lung 
posteriorly, and there were crepitations on inspiration in thi, 
area. The cardiovascular system was normal and the blood 
pressure 100/70 mm. Hg; the spleen was not enlarged, The 
central nervous system was normal except for the Profound 
mental prostration. Questions were answered reluctant 
slowly, and with difficulty, but the answers were nevertheless 
clear and not confused. 

Laboratory Investigations.—On Sept. 14 a radiograph of the 
chest revealed loss of translucency in the right lower zone 
suggesting an inflammatory lesion. A psittacosis complement. 
fixation test was positive to a titre of 1/64. The titre rose to 
the level of 1/256 on Sept. 27. Blood culture was sterij. 
aerobically and anaerobically. A throat swab revealed no 
haemolytic streptococci, diphtheria bacilli, or Vincent’s organisms. 
On Sept. 15 a blood count showed: Hb, 89%; white celjs. 
5,400 per c.mm. (polymorphs 84%, eosinophils 1%, lympho- 
cytes 10%, large hyalines 5%). Sputum contained many bacteria 
and some monilia, but no virus was seen. On Sept. 21 a radio- 
graph of the chest showed that the lower zone of the right lung 
field had cleared. An irregular opacity was apparent in the lef; 
mid-zone. On Sept. 27 the lung fields were clear. 

Treatment.—The history of exposure and the clinical features 
of the illness made the diagnosis of psittacosis certain enough 
to justify treatment before laboratory confirmation was avail- 
able. Apart from penicillin, the only drugs used were analgesics 
to relieve headache and sedatives to ensure sleep. Each dose 
of penicillin was mixed with | ml. of 2% procaine to reduce the 
discomfort of the injection. Penicillin therapy was started jin 
the patient’s home on Sept. 13, seven days after the onset of the 
On that day 1,200,000 units were given in three doses. 
On Sept. 14, the day of admission, one dose of 500,000 units 
and one of 1,000,000 units were given. Thereafter 1,000,000 
units of penicillin were injected twice daily for four and a half 
days. The drug was discontinued on Sept. 19, the patient by 
then having received a total of 11,700,000 units. 

The response to treatment was most satisfying. On Sept. 16. 
ten days after the onset of the illness and 72 hours after the 
initiation of penicillin therapy, the patient was completely 
apyrexial (see Chart), his mental processes were noticeably 













DAY OF 


io 


1,200,000 UNITS |~ 
UNITS DAILY 


2,000,000 


PENICILLIN 
DOSACE 


103 
102 
101 
' 
99 
9 
97 


TEMPERATURE °F. 


SEPT.0948.13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 | 


clearer, and he was sleeping well. Next day the signs of 
consolidation at the base of the right lung were still present. 
and in addition there was clinical evidence of left basal 
pneumonia. These fresh pulmonary findings were not, how- 
ever, accompanied by further symptoms or constitutional upset. 
On Sept. 19 treatment with penicillin was discontinued. On 


Sept. 21 a radiograph of the chest confirmed the clinical find-’ 


ings by showing diffuse shadowing at the left mid-zone, suggest- 
ing an inflammatory process. But by now the right base showed 
considerable clearing radiologically. Clinical improvement was 
rapid, and on Sept. 27 the lungs were normal both clinicalls 
and radiologically. 
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The patient was discharged, symptom-free, on Oct. 1, 25 days 
after the onset of the illness, and 17 days after admission to 


hospital. 
Comment 


A patient suffering from a severe attack of psittacosis is 
usually ill for between two and four weeks. Prognosis is 
difficult to assess, but the outlook is better in the young than 
in the old, and extensive pulmonary involvement tends to 
carry a high mortality. In the patient under consideration 
penicillin therapy was started seven days after the onset, 
and complete defervescence had occurred 72 hours later. 
In view of the severity of his illness it seemed reasonable to 
attribute the satisfactory response to the treatment he 
received. 

Reported cases of human psittacosis treated with peni- 
cillin are few. Parker (1945) published details of two such 
patients. In the first, a woman of 61, treatment with intra- 
muscular penicillin in a dosage of 120,000 units daily was 
started on the nineteenth day of the illness, and the patient 
had become apyrexial on the twenty-first day. The second 
patient was a woman of 52 who received 160,000 units of 
penicillin daily from the thirteenth day. She was afebrile 
on the sixteenth day. In the same year Flippin, Gaydosh, 
and Fittipoldi (1945) treated a man of 53 with 100,000 units 
of penicillin daily after he had been ill for 19 days. On 
the twenty-second day great improvement was shown. 
However, since in these three patients the drug was given 
late in the disease, when spontaneous recovery might have 
been expected, the improvement which followed the admin- 
istration of penicillin cannot conclusively be attributed to 
this treatment. 


In the case of a patient aged 43 reported by Turgasen 
(1944) a daily dosage of 100,000 units of penicillin was 
begun on the fifth day of the illness. But the response 
was not dramatic, for the patient’s high fever persisted 
for five days after the initiation of treatment. Rosebury 
et al. (1947) reported the treatment of a man aged 41 with 
both penicillin and sulphadiazine : 400,000 units of peni- 
cillin were given daily from the fourth to the fourteenth 
day of the illness, and 6 g. of sulphadiazine was given daily 
from the fifth to the twelfth day. The patient became 
apyrexial,‘and marked clinical improvement was shown as 
early as the sixth day, after he had received 800,000 units 
of penicillin and only 4 g. of sulphadiazine. The dosage 
of sulphadiazine here seems too small for this drug to 
have been of major therapeutic value, and the satisfactory 
response must therefore probably be attributed to the 
penicillin. 

Wolins (1948) reported six patients suffering from psitta- 
cosis, only one of whom could be considered severely ill. 
Four of them responded satisfactorily, though not dramati- 
dally, to 400,000 units of penicillin daily. The same dose 
of penicillin had little effect on the course of the illness in 
the remaining two. Wolins pointed out that two of the 
four patients who responded well to penicillin had earlier 
failed to improve on a smaller dose (200,000 units daily). 


In contrast with the clinical evidence there is good experi- 
mental evidence that infection of the mouse with psittacosis 
virus can be controlled by penicillin. Heilman and Herrell 
(1944) infected 104 mice with psittacosis virus and treated 
half of them with very large doses of penicillin (1,000 units 
daily), the remainder acting as controls. All the controls 
died, whereas the mortality in the treated mice was only 8%. 
This finding was confirmed by Bedson and May (1945), 
who also showed that the minimum dosage of penicillin 
necessary to protect a mouse from a lethal infection 


was 800 units a day for four days. This again is a very 
large dose, and suggests that, if one may argue from mouse 
to man, the total dosage of penicillin needed to treat a 
human case of psittacosis would be about 11,000,000 units. 
The treatment of the case reported above was of this order. 


It may be that the two most recent antibiotics, chlor- 
amphenicol and “ aureomycin,” which are effective against 
viruses of the psittacosis-lymphogranuloma group (Smadel 
and Jackson, 1947; Wright et al., 1948), will prove more 
useful than penicillin. They have the added advantage 
that they can be given by mouth. However, neither is 
as yet available in this country, and in the meantime the 
encouraging result obtained in the case described here sug- 
gests that penicillin is well worthy of further trial in the 
treatment of psittacosis in man. It seems likely, however, 
that the dosage should always be massive ; and if 2,000,000 
units daily should prove ineffective an even higher dose 
should be considered. 

I wish to thank Dr. Donald Hunter and Professor S. P. Bedson 
for much valuable advice and criticism. Permission to publish this 
account was kindly granted by Dr. Hunter, under whose care the 
patient was treated. 
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A CASE OF MONOCYTIC LEUKAEMIA 
TREATED WITH AMINOPTERIN 


BY 


P. L. de V. HART, M.B., M.R.C.P. 
Clinical Assistant, Metropolitan Hospital, London 


The acceleration of the leukaemic process produced by 
folic acid led to the search for antagonists which might 
favourably influence the disease. The most potent com- 
pound so far reported is “ aminopterin ” (4-aminopteroyl- 
glutamic acid), though others with similar properties have 
lately been used. It is effective in doses of 0.5~—1 mg. daily 
in children and up to 4 mg. daily in adults. It causes a 
general depression of bone-marrow function and has toxic 
effects at therapeutic dosage which seriously limit its useful- 


‘ness. It can be given by intramuscular injection, but is 


equally effective by mouth. In the case reported below 
none was available for oral administration. 


Case Report 

An obese man aged 30, who was subject to spasmodic bron- 
chitis severe enough to warrant grading C2 in the Army, pre- 
sented with a six-weeks history of furunculosis and stomatitis. 
For six months he had been listless and unduly fatigued. The 
stomatitis consisted of a boggy hypertrophy of the gums and 
hard palate. There was no bleeding, but the mouth was very 
painful: Neither spleen, liver, nor lymph glands could be felt 
to be enlarged. There was an irregular fever; the patient was 
anaemic, and Hess’s test for capillary fragility was positive. 
A blood count showed: white cells 32,400 per c.mm. (monocytes 
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62%, lymphocytes 28%, polymorphs 10%); red cells, 2,700,000 
per c.mm.; Hb, 48%. Sternal marrow puncture showed 73% 
of the cells to be monocytes or precursors, with numerous primi- 
tive cells. A diagnosis of Schilling-type monocytic leukaemia 
of subacute nature was made. The marrow counts are shown 
in the accompanying table. 


Table Showing Marrow Counts 














| Day 
3rd 44th 62nd 
Neutrophil myeloc, te » ia ° 35% 
ne — a oe on 5% 28% RS 
leutrophil polymorp 1% 
Eosinophil polymorph - os 6% 20% 1% 
Monocytes and precursors .. a 13% 19% 29% 
Lymphocytes os - x“ 12% 9% S% 
5 mw redcells_ .. ns ~ 363 73 ne 
* Blasts ”’ ny me ai fe , 
Plasma cells .. om “s - - -_ 1% 











Treatment was begun with fresh blood transfusions and 
penicillin, which improved the local sepsis and general condi- 
tion. Aminopterin was first given on the thirteenth day, and an 
immediate improvement occurred in the peripheral blood count 
(see Chart). The platelets were only 37,000 per c.mm. at first, 
but this level was well maintained throughout treatment. There 
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also involved colicky abdominal pain, diarrhoea, and ulceration 
of the rectum. On the 103rd day, when the blood picture hag 
again become grossly leukaemic, the patient was given a massive 
transfusion without aminopterin ; but no improvement 
showing that transfusions were probably not the cause of the 
remissions. It was intended to follow this by a course of amino. 
pterin without blood, but on the 113th day the patient dieg 
suddenly, almost certainly from a pulmonary embolism from 
a site of transfusion in the leg, although he was ambulatory 
up to the last. Only a limited post-mortem examination was 
permitted, so that it was not possible to confirm the immediate 
cause of death. 


Comment 

This case is of interest, as Dameshek (1949) was unable 
to produce remissions in three cases of monocytic lep- 
kaemia treated by him with folic acid antagonists, though 
myeloid and lymphoblastic cases responded. The readiness 
with which a return to maturity may be induced in the 
leukaemic cell with aminopterin serves to remind one that 
the leukaemic states are in the borderland between neo. 
plastic and infective disease. 

Leukaemic cells differ from cancer cells in that 
they do not show the phenomenon of aerobic 
glycolysis (Kempner, 1939); also they mature within 
14 days when cultured in vitro (Israéls, 1940), 
whereas cancer cells multiply unchanged indefi- 
nitely. Mouse and fowl leukaemias are readily 
transmissible, but there is reason for suspecting 
that these results may be inapplicable to human 
leukaemia, since the disease has never success- 
fully been transmitted in mammals other than 

i rodents. The demonstration of marrow-stimu- 
Ps lating substances in large quantities in the urine 
| and faeces of leukaemic patients (Miller and 
Turner, 1943) suggests that the basic error in 
leukaemia may lie not in the leukaemic cell but 
in its environment. The ultimate cause of 
this change is unknown, and on that point it 
is difficult even to conjecture. But this concept 
provides a far more fruitful line of possible 
therapy, since, if the environment can be 
, altered, useful remissions should be obtainable. 
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Chart showing progress of case. 


was one brief intermission due to a respiratory infection, but 
apart from this the remission progressed until the blood picture 
was normal. A second sternal puncture showed a great improve- 
ment in the balance between the cells and considerable 
maturation. 

Thirty-two days after starting treatment, when 64 mg. of 
aminopterin had been given, the toxic effects of the drug became 
manifest, Stomatitis due to painful shallow ulceration of the 
gums, spreading on to the lips, became steadily worse until 
treatment had to be stopped. A total of 109 mg. had then been 
given. The stomatitis rapidly healed on ceasing treatment. 

A slow tendency to relapse was manifested in the peripheral 
blood picture even before treatment was stopped, but afterwards 
a rapid multiplication of the leucocytes occurred, the pathologist 
remarking that the blood resembled a marrow smear in the 
number of primitive cells involved. Between the 71st and 80th 
days the patient was at home. but on return to hospital the 
blood was found to contain 125,000 white cells per c.mm. (77% 
monocytes and 5% promonocytes)—a picture far more mature 
than during the rapid multiplication period after the aminopterin 
was stopped. 

A second course of the drug was given, with blood trans- 
fusion ; this led to a second and more dramatic remission, but 
the toxic effects of the aminopterin recurred almost immediately 
and the treatment was again stopped. Toxicity on this occasion 
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Perhaps aminopterin may represent this form 

of approach to the problem : its effectiveness in 

such small quantities suggests that it may be 
acting on a fundamental mechanism. The efforts to obtain 
more effective and less toxic drugs of this nature which are 
now in progress are therefore amply justified. 


Summary 

A case of monocytic leukaemia in a man aged 30 is described 
in which remissions followed the administration of aminoptefin. 
The peripheral blood count returned entirely to normal after 
five weeks, but owing to toxicity the drug had to be withdrawn 
after 109 mg. had been given, and a rapid relapse followed. 
A further remission was obtained by a second, shorter, course. 
The patient died on the 113th day from pulmonary embolus. 
Some aspects of this form of therapy are discussed. 


My thanks are due to Dr. N. G. Hulbert, who had the patient 
under his care, for permission to publish this case and for his 
encouragement. Acknowledgments are also due to Dr. S. J. 
Hopkins, who was responsible for the blood counts, and to Dr. R. B. 
Scott and Sir Lionel E. H. Whitby, who confirmed the diagnosis; 
also to Professor Haddow, of the Royal Cancer Hospital, for 
kindness in supplying the drug, which was manufactured by 
Laboratories. 
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OF OBSCURE ORIGIN atrophica. 
A REPORT OF THREE CASES Case 2 


BY 


JOHN D. SPILLANE, M.D., M.R.C.P. 


Physician in Charge of the Department of Neurology, United 
Cardiff Hospitals 


injury to the spinal accessory nerve during operation for 
plock dissection of cervical glands is probably the com- 
monest cause of unilateral paralysis of the sternomastoid 
muscle. In the neck the nerve may be injured by direct 
compression from enlarged glands and from tumours or 
abscesses, and of course it may be damaged in penetrating 
wounds. Within the skull, in the posterior fossa, it may 
be involved in tumour, abscess, or aneurysm formation. 
Occasionally a syphilitic process within the skull may impli- 
cate the merve as it runs from the foramen magnum to 
the jugular foramen. Within the spinal cord or medulla 
the cells of origin of this exclusively motor nerve are not 
infrequently involved in degenerative processes such as 
motor neurone disease and syringomyelia. The same cells 


are also liable to destruction by the virus of anterior 


poliomyelitis. 

The sternomastoid and trapezius muscles often undergo 
atrophy in the muscular dystrophies and especially in the 
affection called myotonia atrophica. 

During the past five years I have encountered three 
patients in whom the sole lesion was an isolated spinal 
accessory nerve palsy. Weakness and wasting of the sterno- 
mastoid muscle and of the upper fibres of the trapezius 
on the same side were the only abnormalities. 


Case 1 


A soldier aged 25, serving in the Middle East, was referred 
0 hospital as a possible case of “shoulder-girdle neuritis ” 
(Spillane, 1943). He had always enjoyed good health, but for 
a year past had been troubled with an aching pain about the 
right shoulder. This was never acute and did not involve the 
arm. It was ill defined and dull in character, nearly always 
tollowing prolonged 
exercise. He had 
noticed that his neck 
was asymmetrical. 

There was con- 
siderable wasting and 
weakness of the 
sternomastoid and 
upper part of the tra- 
pezius on the right 
side. The right shoul- 
der had dropped 
(Fig. 1). The nervous 
system was otherwise 
normal. X-ray exami- 
nation of the skull 
base and cervical 
vertebrae revealed 
no abnormality. The 
C.S.F. was normal, 
and the Wassermann 
reaction in the blood 
and C.S.F. was 
negative. 


During his stay in 
trapezius on right side. Tilt of head to : 
fight suggests that the lesion is of long hospital repeated ques 


standing. tioning and examina- 


Fic. 1.—Case 1. 
mastoid muscle and upper fibres of 


Wasting of sterno- 


A soldier aged 31, 
serving in the Middle 
East, was similarly re- 
ferred to hospital be- 
cause of pain about 
the neck and right 
shoulder and obvious 
asymmetry. His past 
clinical history re- 
vealed nothing of 
note, and there were 
no other complaints. 
He said his right 
shoulder had not 
“felt right’ for some 
years, but he had 
never had any acute 
pain and his right arm 











Fic. 2.—Case 2. Wasting of sterno- 
mastoid muscle and upper fibres of 


trapezius on right side. Considerable 
was normal. dropping of right shoulder. 
The right sterno- 


mastoid muscle was apparently absent. There was considerable 
weakness and wasting of the upper fibres of the trapezius muscle 
on the same side, so that the right shoulder had dropped con- 
siderably (Fig. 2). There was no other abnormality in the 
nervous or the muscular system. X-ray plates, as in Case 1, 
showed nothing abnormal. Serological studies were negative. 

The patient was detained in hospital, but no clue to the 
nature of the condition was forthcoming. His family history 
contained nothing relevant. 


Case 3 


A married housewife aged 30 who had never left this 
country was referred to me in 1946 because she complained 
that “there was something wrong with my neck.” She was 
an intelligent and healthy young woman and said that at the 
age of 24 she had had acute pain on the left side of her neck. 
It prevented her sleeping and persisted for about one month. 
She consulted her doctor; he found local tenderness and 
believed that it was some form of fibrositis. During that- 
month, however, she also had another symptom. This con- 


sisted of periodic tic-like movements of the head on the neck. 
Many times a day, for a few moments at a time, her head 
The whole 


would tilt quickly, quite involuntarily, to the left. 
condition seemed to have subsided spontaneously. 

For several years 
shé had forgotten the 
affair until her hus- 
band noticed some 
asymmetry about her 
neck when she wore 
an evening dress. That 
was in 1943 or 1944. 
In 1945 she either 
became self-conscious 
about it or the asym- 
metry was more 
noticeable, for she 
consulted a _ doctor. 
She had also found 
that certain move- 
ments were difficult 
from some positions. 
If she lay on her right 
side in bed. and 
wished to raise her 
head she experienced 
particular _ difficulty. 





Fig. 3.—Case 3. Wasting of sterno- 
mastuid muscle and upper fibres of 
trapezius on left side. 
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She sometimes slept without a pillow, and then had some diffi- 
culty in raising the head. These symptoms, she stressed, were 
slight. 

On several examinations the only abnormalities to be detected 
were identical with those found in Cases 1 and 2 (Fig. 3). The 
sternomastoid muscle and the upper fibres of the trapezius on 
the left side were noticeably weak and wasted. The nervous and 
muscular systems were otherwise normal. Faradic responses 
were not elicited from the left sternomastoid ; only weak con- 
tractions were obtained from the upper part of the trapezius. 
Radiographs of the cervical spine and skull were normal. The 
blood Wassermann reaction was negative. 

During the past two years she has been under my observation 
and no further signs have developed. Her condition is 
apparently stationary. Two brothers have been examined, and 
they present no abnormality. Both parents are dead and 
neither had any disability to suggest myotonia atrophica. She 
has inquired of cousins and other relatives, with negative results. 


Aetiology 


In each case all the known causes for such a lesion 
were considered, but the aetiology remains obscure. In 
the first two cases the story did not conform to the very 
characteristic sequence of events in the affection of neuritis 
of the shoulder girdle. Sternomastoid atrophy has not been 
recorded in that condition (Spillane, 1943 ; Parsonage and 
Aldren Turner, 1948). 

The selective nature of the wasting strongly suggests 
that the lesion is neuritic and not muscular. There was 
no other abnormality ; on careful examination neighbouring 
muscles were found to be normal. 

If the nerve lesion is in the nature of a “ neuritis” its 
causation remains unknown. Cervical adenitis would be 
unlikely to result in such severe atrophy. Surgeons have 
often commented on the manner in which the spinal 
accessory nerve escapes injury in suppurative conditions of 
the neck. Like the facial nerve the spinal accessory nerve 
is purely motor in function, but it does not emerge from 
the skull through a small foramen alone as does the 
former nerve. It enters the neck accompanied by the jugu- 
lar vein and by the ninth and tenth cranial nerves through 
a relatively ample aperture. A lesion at this point would 
also be likély to involve these nerves. 

Poliomyelitis is often suggested, especially in orthopaedic 
clinics, when the problem arises of explaining an isolated 
paralysis of one or more muscles. But in this series of 
cases there is certainly no positive evidence in that direc- 
tion. From the accounts given by the patients the likeli- 
hood of congenital deficiency of the sternomastoid muscle 
is very remote. 

Bilateral atrophy of the sternomastoid muscles is, of 
course, a usual finding in myotonia atrophica. But the 
other features of this disease—myotonia, general weakness, 
diffuse muscular pains, baldness, testicular atrophy, cataract, 
absent deep reflexes, and reduced vibration sense in the 
lower limbs—were entirely wanting. Maas (1937), how- 
ever, has noticed unilateral wasting of one sternomastoid 
muscle in apparently healthy relatives of patients afflicted 
with this heredofamilial malady. One of his published 
photographs is very similar to that of Case 2. I have 
been interested in the condition of myotonia atrophica for 
some years, and inquiry and examination in the present 
series were conducted with this condition in mind. No evi- 
dence of the disorder was present—if one excludes the 
atrophy of the muscle fibres supplied by the spinal acces- 
sory nerve. In Case 3 it was also found that the electro- 
cardiogram was normal. This may be of interest in view 


of the recent evidence that low-voltage P waves, prolonga- 
tion of the P-R interval, and slurring of the QRS complex 


have been noted in myotonia atrophica (Evans, 1944. 
Heard and Spillane, in the press). I 

One may ask whether these cases are examples of the 
same disease. Although there is no definite Proof, it is 
tempting to assume that they are. The only clue to 
causation lies in the story of Case 3. She had acute pain in 
the left side of the neck six years previously and for a 
time was troubled with spasmodic contractions of the 
left sternomastoid muscle. The affected area was tender 
and her doctor diagnosed “ fibrositis.” This sequence of 
events was followed by wasting of the muscle. It seems 
therefore, that originally there was an irritative lesion of 
the spinal accessory nerve on that side. 

A search of the literature has not disclosed any reports 
of such a condition, but isolated unilateral hypoglossal. 
nerve paralysis has been described. The lesion was thought 
to be due to a periostitis of the anterior condyloid foramen 
analogous to the lesion of the stylomastoid foramen which 
may be responsible for Bell’s palsy (Goldenberg and 
Sandler, 1931). 

Summary 

Three cases are reported in which there was isolated wasting 
and weakness of one sternomastoid muscle and the upper fibres 
of the trapezius muscle on the same side. 

The cause is not known, but it is probable that the lesion 
was in the spinal accessory nerve. 

The lesion may be similar to that in Bell’s palsy. 
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A CASE OF DIAPHRAGMATIC HERNIA 
OF CONGENITAL ORIGIN 
WITH PERFORATION OF STOMACH 


BY 


SIDNEY B. RADLEY, F.R.C.S. 
AND 


H. P. GOLDSMITH, M.B. 
(From the Newark Town and District Hospital) 


The following account of a complete right-sided thoracic 
stomach with a perforated pyloric ulcer is of interest 
because of (1) the extreme rarity of such a condition—we 
have found no other recorded case of a similar character ; 
(2) the absence of any previous serious disability—in fact, 
he was able to earn his living as a general labourer, which 
involved considerable physical exertion and produced no 
pulmonary or acute digestive disturbance ; (3) the oppor- 
tunity of seeing and feeling the position of the various organs 
at operation ; and (4) the complete absence in convalescence 
of any symptoms of discomfort, either above or below the 
diaphragm. 
Case History 

At about midnight on Oct. 25, 1948, a man aged 29 was 
suddenly taken ill with acute abdominal pain, which started 
at the centre of the abdomen around the umbilicus. It persisted 
and was extremely severe. He felt sick and vomited once 
before his admission to Newark Town and District Hospital. 

Four years previously he had had “ gastric trouble ’—pain 
and fullness in the epigastrium about half an hour to one 
hour after food, followed by vomiting, which brought relief 
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jmmediately. His own doctor treated him by diet and alkalis, 
and the condition subsided after three weeks. Since then he 
occasionally had a mild recurrence of his epigastric pain for 
which he did not attend his doctor; he had not adhered to 
the diet prescribed. He had had no pain before the onset of 
his present illness. For the last five years he has been having 

mild attacks of “asthma,” which were worse on the hot days 

of summer. The attacks did not prevent him from doing his 

work, and he has not received treatment for them. 

On examination the temperature was 97.4° F. (36.3° C.), 
pulse 88, and respirations 26. He was well nourished. He 
seemed to be in pain but not shocked, and was rather excited. 
His tongue was moist and slightly coated. General abdominal 
rigidity was present, but no real tenderness ; there was no reduc- 
tion in liver dullness or any rebound phenomenon. No tender- 
ness was felt per rectum. Respirations were mainly thoracic 
and wheezy in character. There was slight dullness at the right 
base posteriorly on percussion, and breath sounds were wheezy 
all over the chest. The pulse was regular and of good volume. 
The heart was not enlarged and there were no murmurs. The 
blood pressure was 130/84. No appreciable disease was found 
in the central nervous system. 

Perforated gastric ulcer was suspected, and in view of the 
normal temperature and pulse and the patient’s general condi- 
tion it was decided to treat him conservatively under observa- 
tion. A kaolin poultice was applied to his abdomen and he 
was put in Fowler’s position. A half-hourly pulse chart was 
kept. At 5 a.m. the temperature was 99.8° F (37.7° C.), pulse 
90, and respirations 24. At 7.30 a.m. the temperature was 
100.6° F. (38.1° C.), pulse 112, and respirations 24. The pulse 
chart showed a rise from 90 to 112 between 5 and 7.30 a.m. 

He was re-examined at 7.30 a.m. and his abdomen was found 
to be still rigid, with generalized tenderness and rebound 
phenomenon, and in view of his rising pulse and temperature 
laparotomy was decided upon. 

Operation—At 9 a.m., under anaesthesia induced by thio- 
pentone followed by gas and oxygen and ether, a supra- 
umbilical paramedian incision was made and free fluid was 
found on opening the peritoneal cavity. On exploration the 
stomach was found to be entirely in the right thoracic cavity. 
It was in a complete peritoneal sac. There was a small hole 
under the liver in the right side of the crus of the diaphragm. 
This opening was a definite rounded orifice admitting three or 
four fingers. Through it, it was possible to trace the duodenum 
and pylorus. With peritoneal forceps passed through the 
opening the stomach could be grasped and pulled slightly down- 
wards, but it could not be drawn through the aperture. A 
small perforation was identified by tracks of lymph and effusion, 
and it was closed by passing 2 needle on a holder through 
the aperture and making a purse-string suture, covering it with 
an omental graft from the greater curvature omentum. The 
liver was very prominent in the wound and seemed to be dis- 
placed downwards. It had to be retracted upwards to expose 
the gap in the diaphragm. When this was done there was a 
clear view of the opening, which was situated in the right crus 
of the diaphragm behind the liver and to the right of the 

vertebral column. A drainage tube was inserted through a 
separate suprapubic stab wound and the abdomen was then 
closed in layers. 

The patient stood the operation quite well, and was in fair 
condition when taken from the theatre. Immediately on his 
return to the ward 5% glucose-saline intravenously was started. 
The 5% glucose saline was given intravenously for the first 
48 hours. A Ryle’s tube was passed and the stomach aspirated 
every two hours. Then he was given glucose water and citrated 
milk by mouth. This was gradually increased until at the end 
of the first week he was put on the first week of Sippy’s diet. 
He tolerated his feeds well, and Meulengracht’s diet was given 
at the middle of his second week. His temperature and pulse 
were raised for the first week ; this was ascribed to pulmonary 
complications after anaesthesia. It subsided after treatment 
with penicillin injections and inhalations. His temperature and 
pulse have been normal since that time. 

On Nov. 16 a screening examination and a series of skia- 
grams showed a complete thoracic stomach on the right side 





of the thorax and confirmed that the stomach is above the 
diaphragm and is lying centrally between the anterior and 
posterior walls of the chest. It is in a complete peritoneal sac, 
separated from the pleural cavity by omental tissue, peritoneum, 
and the basal pleura. Screen examination showed full move- 
ment of the left diaphragm and slight movement of the_right 
diaphragm. The stomach, the greater curvature of which is 
uppermost, appears to empty from the right side. The 
duodenum passes across and behind the base of the stomach 
to empty through the aperture in the medial side of the right 
diaphragm. A film taken on Nov. 17 showed the colon dis- 
placed to the left side. This is probably due to the downward 
displacement of the liver. 

By the sixth week he was convalescent and was able to take 
light diet without any discomfort or digestive trouble. He looks 
and feels extremely well and has returned home. 


Comment 


This is a case of complete thoracic stomach with a short 
oesophagus of congenital origin, hence the failure of the 
attempt to draw the stomach through the opening in the 
diaphragm at operation and the absence of a sliding 
stomach at the radiological examination under the screen 
when in the vertical position, which may occur in some 
cases. 

It is completely enclosed in a peritoneal sac separating 
it from the pleural cavity. Unfortunately at operation it 
was not possible to feel the junction of the oesophagus with 
the stomach, so we cannot say whether the peritoneum was 





_Radiograph showing stomach on right side of thorax above the 
diaphragm. The greater curvature is uppermost. Barium is in the 
oesophagus. 


reflected on to the stomach before it reached the cardiac 
orifice or whether it enclosed the cardiac end of the 
oesophagus. 

As a result of the complete peritoneal sac there was no 
infection of the pleural cavity from the peritonitis after 
operation. 

The stomach is completely rotated, with the greater curva- 
ture uppermost, and the oesophagus curves underneath the 
cardiac end of the greater curvature to reach the cardiac 
orifice. There is no stricture or hour-glass contraction, as 
it is a completely thoracic organ and no portion is nipped 
by the diaphragm, hence the absence of gastric fullness and 
distension. 


We wish to express our thanks to Sir Thomas Dunhill for his 
interest in the case, for his great kindness in corresponding with us 
about it, and also for his account of the condition in the Arris and 
Gale Lecture delivered by him to the Royal College of Surgeons in 
1934, from which we have derived much information. We are also 
indebted to Dr. F. M. Gordon and Mr. R. J. Walls, M.S.R., for the 
radiography. . 
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Traumatic Perforation of the Bladder 


An unusual case of traumatic rupture of the bladder in a 
man suffering from schistosomiasis in South Central Africa 
is described below. 

Case HISTORY 


A male African, judged to be about 65-70 years of age, was 
brought in dead to the Gwelo Native Hospital on July 2, 1948. 
The relatives stated that the man had died at his kraal the 
previous afternoon. Four days before his death, while coming 
out of a native hut, he had collided with another native who was 
entering, and the latter’s head had struck the old man in the 
abdomen. During the four days before his death he had com- 
plained of abdominal pain and had vomited once or twice. 
The other natives had not brought him to hospital. 

Post-mortem Examination.—At 10 a.m. on July 3 a post- 
mortem examination was carried out. As it was the cold 
season and rigor mortis was beginning to pass off, it was 
estimated that he had died 36 to 48 hours previously. There 
was no bruising of the abdomen or any other sign of injury. 
The presence of some vomitus in the mouth was noted. On 
opening the abdomen the peritoneal sac was seen to be full of 
a dark-brown fluid which smelt like urine. There were flakes 
of pus covering the coils of the small intestine, and several 
loops of these wére adherent. The stomach, spleen, liver, gall- 
bladder, and small and large intestines were removed, and apart 
from distension and inflammation of the bowel no abnormality 
was detected. Examination of the bladder in situ revealed a 
hole in the fundus about the size of a sixpence. The bladder 
was empty. The edges of the hole were ulcerated and slough- 
ing. The bladder was carefully removed and opened. The 
prostate (median lobe) was seen to be much enlarged, and the 
mucosa of the bladder had the granular appearance and ulcer- 
ated areas seen in extensive schistosomiasis. The kidneys 
and ureters were removed, but they showed no naked-eye 
pathology. 

Histology.—A snipping of mucosa close to the hole in the 
bladder was examined microscopically by teasing out the pre- 
paration in water on a slide. The mucosa was seen to be 
packed with terminal-spined ova (Schistosoma haematobium). 
Section of a portion of the ulcerated edge of the vesical per- 
foration showed the presence of S. haematobium ova in large 
numbers in the mucosal layer and some leucocytic infiltration 
of the deeper muscular layers. 


COMMENT 


From the above findings it was concluded that in the 
presence of a distended bladder, presumably in part due 
to the enlarged prostate gland, the blow on the abdomen 


had caused rupture to take place through the most advanced . 


area of schistosomal destruction. The resulting extravasa- 
tion of urine caused a generalized peritonitis, ending in 
death from the toxaemia. 

This case is described for two reasons. First, ‘lai, 
men: of the prostate gland is not a common condition in 
the Africans of Southern Rhodesia, presumably because of 
their death at a somewhat early age. Secondly, although 
the presence of schistosomal infection is extremely common 
in the South Central African native (Gelfand and Ross), I 
can find no evidence in the literature of a previous traumatic 
rupture of the bladder through such an area. 

Although this native. must have been suffering consider- 
able pain during the four days previous to his death, he was 
not admitted to hospital, which was in the near vicinity of 
the accident. This may have been due to a disinclination of 
the other natives to reveal the accident, but may be an 
example of the remarkable stoicism of the native in the 





presence of severe pain. The relatives definitely stated that 
in the first two days of his illness the old man was working 
in the fields. 


Grateful thanks are due to Dr. G. R. Ross, Acting Secretary 
for Health, Southern Rhodesia, for petmission to publish this 


case. 
W. FRASER Ross, M.B., Ch.B., B.Sc., 
Government Medical Officer, Southern Rhodesia. 
REFERENCE 
Gelfand, M., and Ross, W. F. Trans. R. Soc. trop. Med. Hyg. In 
the press. 


A Case of Femoral Appendicitis 


A rare complication of femoral hernia occurs when its sole 
content is the vermiform appendix. An example of this is 
considered worth recording. 


CasE REPORT 

The patient, a woman aged 55, was seen at a gynaecological 
out-patient clinic on Oct. 8, 1947. Three weeks previously 
she had developed a feeling of heaviness at the “ bottom of the 
stomach.” Five days later she noticed a lump in the right 
groin, and shortly afterwards she began before micturition to 
feel slight pain, which persisted. Her history was otherwise 
negative. 

On examination the internal group of superficial inguinal 
glands in the right groin were found to be tender and inflamed. 
There was slight inflammation of the urethra, and a few sub- 
epithelial haemorrhages were present in the vestibule. The 
glands were treated by local applications for a week, and on 
re-examination on Oct. 15 the acute infection had settled. The 
hard irregular lump had persisted, and the glands were slightly 
movable, discrete, and hard. No femoral hernia was palpable, 
and arrangements were made to remove a gland for biopsy. 

On Oct. 17 the patient was operated on under local analgesia. 
Dissection revealed a lobulated fatty mass with two normal 
lymphatic glands perched on its surface: the mass extended 
towards the femoral ring. The sac was opened and was found 
to contain turbid fluid surrounding a purple pre-gangrenous 
vermiform appendix. The appendix was removed and the 
stump allowed to retract into the abdomen. The inguinal canal 
was then opened, and the femoral sac was transposed above 
the inguinal ligament, where it was excised. One stitch between 
inguinal ligament and pectineus fascia was adequate for the 
repair of the small femoral ring. Closure of the aponeurosis 
and skin was then effected without drainage. 

No pathological examination was considered necessary either 
for the glands, which were macroscopically normal, or for the 
appendix. Convalescence was uneventful. 


DISCUSSION 

In 1731 De Garengot recorded the first operation for 
hernial appendicitis, and in 1785 Hevin gave the first 
detailed description of operation for femoral appendicitis. 
Ryan (1937) published three cases of femoral appendicitis, 
Watson (1938) collected 217 cases, two cases were recorded 
by Seley (1941) and one by Knapp and Claps (1944), bring- 
ing the total number of published cases of this condition 
to 223. 

The most unusual case recorded is that of Johnstone 
(1934). In his case auto-appendicectomy occurred, and 
was followed by survival of the separated appendix owing 
to the acquisition of a new blood supply from the wall of 
the hernial sac. 

Battle (1899) has recorded a case of appendicitis in a 
femoral hernia associated with inflammation of the over- 
lying glands, and this is the only case found in the litera- 
ture similar to the present one. 

The sustaining interest of femoral appendicitis would 
seem to be, first, that it is so rarely diagnosed pre- 
operatively, and, secondly, the difficulty in making a precise 
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diagnosis even when the possibility of its occurrence has 
been remembered. Taking the present case as an example, 
the data on which an accurate diagnosis could be based 
were quite inadequate ; it was not even possible to be sure 
that a femoral hernia coexisted with the inguinal glands. 
Furthermore, even when a hernia is obvious, the differential 
diagnosis of femoral appendicitis is most difficult. One 
must exclude omental hernia, partial enterocele, adenitis, 
strangulated epiploic appendix, prehernial lipoma, intes- 
tinal diverticula in hernia, and reducible and irreducible 
hernia of the intestine, bladder, and other viscera. It 
seems obvious that in most instances this condition is 
destined to remain an accidental finding during herniotomy. 


I am indebted to Dr. C. E. B. Rickards, honorary gynae- 
cologist, Warrington Infirmary, for permission to publish this 


case. 
J. Stuart YounG, M.D., F.R.C.S.Ed. 
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An Interesting Case of Epilepsy 


The following case is worth reporting because of several 
unusual features. It also emphasizes one of the pitfalls of 
psychiatric practice and closely links up neurology and 
psychiatry. 

Case History 


A male aged 30 was transferred to us from a hospital in the 
Midlands where he had been suffering from partial aphonia, 
difficulty in swallowing, and attacks of partial unconsciousness 
for several months. 


History of Present Illness—His first fit occurred at the age 
of 17, while he was at his fiancée’s house. There was no recur- 
rence until soon after marriage, at the age of 21. During these 
attacks he threw his arms and legs about, and after a severe 
attack found it difficult to walk. After being turned down by 
several medical boards he was finally accepted by the Army, but 
about three weeks later, while waiting to go overseas, he had 
one of his fits. On account of this he was invalided out. 

He continued to have four or more fits daily for several 
months after his discharge. Gradually the fits became less 
frequent and their nature changed to what the patient’s relatives 
described as “ blackouts,” in which his head suddenly dropped 
on his right shoulder, he appeared to lose consciousness for 
about two minutes, and then suddenly recovered. During these 
attacks he bit his tongue if no precautions were taken. In 
neither these “ blackouts” nor the fits was he ever incontinent. 

Early in 1947 he developed a progressive impediment in his 
speech and had difficulty in swallowing both liquids and solids. 
This led to his admission to the Midlands hospital, where, after 
some months’ treatment, a psychiatrist was consulted. He came 
to the conclusion that the patient’s condition was “in many 
ways a regression to infantile behaviour. It would appear that 
the epileptic element in his condition has receded and been 
largely replaced by hysterical regression.” On account of the 
frequent fits the patient had been unable to work for four years. 
There was no history of epilepsy in his family and nothing 
significant in his early medical history. 


Condition on Admission—A _ well-nourished young man. 
Because of tonic spasm of the masseters the patient could not 


open his mouth wide and could only lisp like a child. There - 


was continuous dribbling of saliva owing to difficulty in 
swallowing. There were no other physical signs. 


Investigations—Wassermann negative. Total R.B.C. 5 
million, Hb 100%, C.1.=0.9. 





Progress.—While under observation in the ward he had 
several fits, both when awake and when asleep. Fits could 
also be easily induced by hypnotic suggestion, and clinically 
there was no-difference between. spontaneous and induced fits. 
Each fit began with the typical epileptic cry, followed by tonic 
contraction of facial muscles and loss of consciousness for one 
to two minutes. At the same time the head dropped to the 
right side. During the attack the plantar reflex was extensor on 
both sides. Cyanosis of the face varied—sometimes it was 
marked, at other times it was slight or absent. During a 
demonstration it was possible to induce by post-hypnotic 
suggestion a series of these fits in rapid succession when the 
patient was standing but supported on either side... There was 
difficulty in obtaining the. E.E.G. record owing to the number 
of fits, the tracing being “ grossly abnormal; high amplitude 
slow rhythms between attacks, definite evidence of epilepsy.” 
Next day he had fits almost-every 10 minutes—a total of about 
132 fits in 24 hours—although he was. receiving phenobarbitone 
gr..1 (65. mg.) t.d.s., and epanutin (soluble. phenytoin) gr; 14 
(0.1 g.) b.d. Although lucid in the intervals, he .was. unable to 
open his mouth ; the muscles of his neck and nasopharynx also 
appeared to be in spasm, as it was-difficult to pass a feeding- 
tube. In order to control the fits he was given paraldehyde 
dr, 8 (28 ml.) per rectum, but he rejected a good deal of this. 
However, phenobarbitone sodium, 1 ml. intramuscularly, and 
“ amytal,” gr. 33 (0.25 g.) intravenously, caused sufficient relaxa- 
tion of the pharyngo-oesophageal muscles to enable. him to 
swallow. He was then given phenobarbitone gr. 2 (0.13 g.) t.d.s. 
and epanutin gr. 3 (0.2 g.) b.d., which reduced the fits to 23 
in 24 hours. In spite of these large doses of phenobarbitone 
and epanutin he had 17 fits next day. He was then seen by a 
neurologist, who considered there was an approximation to 
status epilepticus. During the next 24 hours the patient had 
only seven fits, although there was considerable tonic spasm of 
the jaw muscles. Next day (26th day after admission) he had 
no fits, but the dribbling continued. The E.E.G. showed “ great 
abnormality of the cortical rhythms from all areas of the head, 
possibly more so on the left side. Diffuse 3 c/s and 5/6 c/s 
rhythm, little alpha rhythm seen; 3 c/s rhythms often 
occurring in bursts of high amplitude. Blocking by visual 
stimuli poor.” From that day he had no spontaneous fits and 
suggestion failed to induce them (although there was no change 
in his domestic circumstances). The increased salivation, how- 
ever, did not respond to any treatment and persisted for several 
days. An E.E.G. performed just before his discharge from 
hospital showed: “ Generalized abnormality of 5-6 c/s rhythms. 
Still some 3 c/s rhythms present, but not having the high 
amplitude of the previous recordings. Some alpha rhythm seen 
of 8 c/s, blocked by visual stimuli. No single focus of abnor- 
mality seen. Record greatly improved.” On discharge from 
hospital he was able to start work, and was later reported to 
be still employed. 

DISCUSSION 


There is no doubt that this was a genuine case of epilepsy 
involving specially the face and the pharyngo-oesophageal 
region. Psychogenic causes were apparently sufficient to 
initiate the attacks, thus lending support to the concept of 
hystero-epilepsy. Fits which were clinically indistinguish- 
able from epileptic attacks could also be induced by 
hypnotic suggestion, though they could not be controlled 
by suggestion. The E.E.G. records showed that the induced 
fits were identical with ep'leptic fits. The reponse to pheno- 
barbitone and epanutin was also significant. 


SUMMARY 
A case of epilepsy involving the face and pharyngo- 
oesophageal region is described. The fits were initiated by 
psychogenic causes. 


Thanks are due to the medical superintendent for permission to 
publish the case-notes. 
M. N. Pal, 
M.B., B.S., M.R.C.P., D.C.H., D.P.H., D.T.M., D.?.M., 
Psychiatric Specialist, Belmont Hospital 
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VIRUS DISEASES OF MAN 


Viral and Rickettsial Infections of Man. Edited by Thomas M. 
Rivers, M.D. -_ 587; 77 illustrations, including 6 plates in 
colour. 45s.) Philadelphia and London: J. B. Lippincott 
Company. 


It is nearly fifty years since a virus was first demonstrated 
as the cause of a human disease, yellow fever. During these 
fifty years, and especially during the last two decades, a vast 
amount of knowledge has been acquired, and to-day there fall 
to be discussed in this work no fewer than fifty-four virus 
infections to which man is susceptible. Even then, two diseases 
are omitted : the recently described but somewhat unfortunately 
named “ Mengo encephalitis” (Mengo is a place name and 
has nothing to do with the meninges), and Durand’s disease, 
which was found in Tunis in the early days of the war. The 
latter undoubtedly deserves mention. 

Within the past few years there has been a stabilization of our 
knowledge and ideas of virus and rickettsial infections, and it 
is opportune that these advances should be collected and made 
easily accessible to all those interested, whether or not they are 
actively engaged in the study of virus and rickettsial infections. 
As it would obviously be impossible for one person to write 
authoritatively on all these diseases and their causal agents, 
Dr. T. M. Rivers, the editor of this co-operative venture, has 
been assisted by twenty-seven collaborators, comprising all the 
best-known virus and rickettsial workers in America. After 
a short introduction on the general aspects of viral and 
rickettsial infections by the editor, there are chapters on physical 
and chemical procedures by W. M. Stanley and M. A. Lauffer, 
serological reactions by J. E. Smadel, chick embryo techniques 
by E. W. Goodpasture and G. J. Buddingh, tissue culture 
procedures by J. F. Enders, and epidemiology by K. F. Maxcy. 
The inclusion of a chapter on bacteriophages is of value but 
requires explanation, for bacteriophages never give rise to 
human infections. In one or two places in these introductory 
chapters there is a somewhat uneven distribution of emphasis. 
Variation in viruses is dismissed in less than half a page, but 
four times this space is given to the question of variation in 
bacteriophages. The same criticism may be urged against the 
space allotted to the interference phenomenon as applied to 
bacteriophages and to other viruses. Bruce White’s original 
description of the interference phenomenon in bacteriophages 
is unmentioned. 

Each virus and rickettsial disease is described under the 
following heads : definition, history, clinical picture, pathology, 
aetiology, diagnosis, treatment, and epidemiology. In the 
majority: of cases the articles are excellent, and are written by 
those who have actually contributed to our knowledge of the 
particular infection they describe. The book thus represents a 
vast storehouse of facts up to 1946, and it should undoubtedly 
be read and digested by laboratory workers, clinicians, and 
epidemiologists alike. If any criticism is possible it is that 
American workers have failed to appreciate fully work carried 
out on viruses in Europe before and during the War. In the 
chapter on the hepatitis viruses, for instance, it would be 
difficult to deduce that their nature was well appreciated 
before 1940. There are, however, other than purely medical 
reasons for glossing over some of these facts. 

The book is beautifully produced and well illustrated. An 
excellent coloured plate by Leon Schlossberg shows the 
reactions to vaccinia vaccination in both white and coloured 
persons. These illustrations will be intensively studied, though 
some of the other coloured plates are less successful. Adequate 
author and subject indexes are provided. A work of this 
type has obviously cost much to produce, and it is only through 
a grant from the National Foundation for Infantile Paralysis, 
Inc., that its publication has been possible. Virus workers in 
dollar-starved countries owe a further debt to the National 
Foundation for Infantile Paralysis in that it has made copies 





freely available to them. In 1783 Dr. Benjamin Rush 

to Dr. John Lettsom in London to thank him for conde 

medical books from England. “I have feasted on each of your 

pamphlets,” he said. “It is an act of Charity to pour upon a 

esa 9 ry Sn discoveries of the last eight years in 
urope.” One hundred and fifty-six years later Ameri 

fully repaid her debt. ; a 


G. M. Finptay. 


MYCOLOGY 


Mycoses and Practical Mycology. By N. Gohar, M. 

LCP. With foreword by Sir Philip Paden = x (pean? 
es an ot illustrations. ‘ : 

Bailtitre, Tindall and Cox. 198!) London: 


In his foreword to this work Sir Philip Manson-Bahr truly 
describes mycology as the Cinderella of modern medicine 
Dr. Gohar is to be congratulated for having had the courage 
to attempt so comprehensive a task as preparing this book 
and has succeeded in presenting a balanced picture of the whole 
range of medical mycology in a small and compact volume. 
The major mycological diseases as they affect the patient’ as 
a whole, and the more important affections of the separate 
systems, particularly of the respiratory and digestive tracts and 
the skin, are briefly but clearly described. The difficult pro- 
blems of mycology, the morphological and cultural details, and 
terminology are discussed adequately but in simple and lucid 
style. The approach is modest, the presentation is capable 
of easy interpretation, and Dr. Gohar is fortunate in having 
the ability to incorporate the mycological studies as part of the 
whole clinical problem of diagnosis and treatment. There is 
a brief but interesting historical introduction to many of the 
major subjects which adds to the pleasure to be derived from 
reading this work. 

The book is pleasingly produced, paper and typescript are 
good, and illustrations are plentiful and helpful. There are 
very few errors in the text, and the author has an attractive 
style. ' 

The volume is particularly valuable to the dermatologist, and 
the section describing the dermatomycoses is admirably pre- 
sented. It is not possible to satisfy all authorities in such 
a difficult and contentious subject, and if criticisms are offered 
it is only that they may be considered in preparing further 
editions of this book, which will certainly be expected as 
mycology receives more adequate recognition. The chapter on 
epidermophytosis is good except for the section on treatment, 
which is inadequate and makes no reference to the value of 
modern fungicides. In other parts the clinical descriptions 
and differential diagnosis could be elaborated with advantage. 
More comment upon modern fungicides and bases would have 
been interesting. Treatment in recent years has advanced 
rapidly, and this is not always reflected in the text. There 
is a tendency to indicate past and present therapeutic measures 
in rather colourless fashion, without emphasis or indication 
of their relative values. In the description of actinomycosis 
and erysipeloid infections the reader would not suspect from 
the text that penicillin has revolutionized treatment in these 
fields. 

The section on diagnosis and treatment of ringworm infection 
of the nails could be improved, and’ Dr. Gohar is unduly 
pessimistic. The paragraph devoted to “ phytid” reactions is 
too brief and inadequate. A kerion ringworm lesion is a 
pustular reaction to the ringworm fungus itself and not a secon- 
dary pyogenic infection superimposed upon the fungus, as 
suggested. In the paragraphs on black hairy tongue there 
is no reference to its occurrence as a sequel to sucking 
penicillin lozenges. The chapter on fungicides ‘is incomplete 
and has no mention of the dyes, of dithranol, or of the modern 
fatty-acid preparations. 

But these are small points relative to the value of the work 
as a whole. It promises to become a valuable textbook on 
this subject, of great help to the student and practitioner in 
every branch of medicine, but it will be particularly well 
received by the student of dermatology. It is surprising that 
this field has been so sadly neglected by the laboratory and 
research worker, and it is to be hoped that this book may 
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stimulate others with the necessary training to pursue further 
the investigation and research which are so necessary in medical 


mycology. J. T. INGRAM. 


ADVANCES IN OPHTHALMOLOGY 


Documenta Ophthalmologica. Edited by F. P. Fischer, A. J. 

Schaeffer, and Arnold Sorsby, Vol. 2. (Pp. 462; illustrated. 

No price.) Holland: W. Junk. 1948. 
The second volume of this series (which periodically sum- 
marizes recent advances in ophthalmology) contains seven 
articles of more than usual interest. A study on physiological 
optics by A. von Tschermak deals with several problems. The 
first describes a “contrastometer” to demonstrate the com- 
pensating reaction on simultaneous contrast in the retina of 
frogs, the illumination of which can be varied by polarization. 
The entoptic phenomenon of Heidinger’s brushes is then con- 
sidered. with an interesting discussion on the effect of double 
polaroid spectacles in reducing the light entering the eye. The 
discrimination curves of photopic and scotopic vision are 
described in terms of wavelength and oscillation frequency, 
and the basis of stereoscopic vision is reviewed as it Originates 
on retinal points in which size relations differ. It is finally 
shown that the coincidence of entoptic and exoptic stimuli 
may result in monocular diplopia. 

The physiological optics of the visualization of x-ray pictures 
are discussed by W. Bronkhorst, J. Ten Doesschate, and F. P. 
Fischer, who bring forward some points of considerable interest 
which have hitherto been largely ignored by radiologists. R. 
Weekers and F. Roussel contribute an article on the critical 
frequency of fusion, particularly in its relation to pathological 
conditions. They point out that the physiological variations 
of this factor are small, while pathological anomalies produce 
marked disturbance. Thus, in cases of detachment of the 
retina the pre-operative extent of the detachment and the 
functional defect can be estimated with considerable accuracy. 
In tobacco amblyopia the critical frequency is reduced in the 
centro-caecal area in proportion to the degree of intoxication ; 
in glaucoma, disturbances in the frequency are early and 
common, and may supplement perimetric studies. 

J. Ten Doesschate and F. P. Fischer contribute an article of 
considerable length on the mechanical properties of the tissues 
of the eye. emphasis being placed on their micellar structure ; 
the bearing of this work, which may seem academic in nature. 
is of importance in such conditions as detachment of the retina. 

Two papers are contributed by G. Karpe, of Stockholm, the 
first a description of his own apparatus for recording the 
electro-retirogram in clinical cases, and the second the applica- 
tion of this relatively new method in the investigation of cases 
of ocular siderosis. Electro-retinography can be used to follow 
the course of development of siderosis, and Karpe has found 
that it provides information of great value when the difficult 
decision has to be made upon the advisability of undertaking a 
dangerous operation for the extraction of a foreign body which 
has been in the eye for some time. It is interesting that in the 
initial stages of this disease both the positive and negative com- 
ponents of the electro-retinogram are increased at a stage when 
the disease cannot yet be recognized by the usual clinical 
examination, while at a later stage the retinogram becomes 
negative and is finally abolished, even though the retina may 
function reasonably well. The potentialities of this new 
clinical method are therefore considerable. 

The final section by L. Poleff, of Rabat, deals with recent 
work on trachoma. He gives a general review of the state 
of our knowledge of the aetiology of this disease, based on 
morphological studies and the results of culture experiments 
and of inoculations carried out in animals and man. adding 
a discussion on the virus and rickettsial nature of the infective 
agent, the significance of the Weil-Felix reaction, and questions 
of immunity and predisposition. The discussion is critical, and 
it is pointed out that many problems are yet unresolved. 

The book. in which the various articles are written in Ger- 
man, French. and English, deals with the more scientific 
developments of ophthalmology, which are not readily obtained 
elsewhere. and is of considerable interest and value. 

STEWART DUKE-ELDER. 


. HEART DISEASE 


Cardiology. By William Evans, M.D., D.Sc., F.R.C.P. Op. 310; 

illustrated. £1 15s.) London: Butterworth and Co. 1948. 

Dr. William Evans has set out very effectively, though rather 
dogmatically, the facts and arguments upon which the diagnosis 
and treatment of heart disease are based. The work is founded 
upon a series of lectures, from which it derives a note of per- 
sonal experience ; at the same time it is inevitable that it should 
bear some of the disadvantages of such an origin. 

The merits of the work are so obvious that it is unfortunate 
the author has at times allowed personal views to be presented 
as final judgments. For example, there is no general agreement 
that the term “ triple rhythm ” should replace “ gallop rhythm,” 
and, since most cardiologists are resolved that “ gallop rhythm ” 
shall stay, the term should at least find mention in a standard 
textbook. We know that ordinarily there are two heart sounds, 
just as there are two phases of respiration ; if there is a third 
sound it may or may not be of pathological significance. While 
the term “triple rhythm” might suitably denote the innocent 
form of this auscultatory phenomenon, it would be better to 
preserve for the pathological sign the descriptive and honoured 
term of “gallop rhythm.” To speak of “the fourth heart 
sound” is, to say the least, confusing. 

It is regrettable that Dr. Evans has given room in this book 
for consideration of so complex a subject as the classification of 
auricular tachycardia into five groups. It is true there are good 
reasons for believing in the identity of flutter and paroxysmal 
tachycardia, but these matters are far outside the range of the 
average student. Other criticisms of the same kind could be 
cited. 

The author has brought together here many themes that have 
interested him, and the whole work makes stimulating reading 
for the physician or cardiologist who can weigh the statements 
against his own experience. But the student who has no such 
background will not so readily profit from this approach. No 
work so individual as this could be free from shortcomings, and 
the merits of the book far outweigh the demerits. The pro- 
duction is well above the average post-war standard, and the 
diagrams, electrocardiographs, drawings, and photographic 
reproductions are on the whole excellent. 

K. SHIRLEY SMITH. 


AETIOLOGY OF HYPERTENSION 


Arterial Hypertension. By David Ayman, M.D. Reprinted from 
Oxford Loose-Leaf Medicine. Oxford Medical Publications. 
(Pp. 91. 12s. 6d.) New York and London: Oxford 
University Press (Geoffrey Cumberlege). 
Dr. Ayman is well known for his clinical studies of hyper- 
tension, and especially for his researches into the onset and 
early stages of essential hypertension in the children of hyper- 
tensive parents. He takes the view (which would be shared 
by many authorities in this country) that there is as yet no 
evidence that essential hypertension in man is initially caused 
by any disturbance of the renal circulation. In all probability 
essential hypertension is a functional condition in its early 
stages. Persons who have inherited the tendency react to 
physical and emotional stimuli by large and rapid changes in 
their blood pressure. Organic changes in the cardiovascular 
system occur later. and are the result and not the cause of the 
high blood pressure. The author rightly stresses the degree to 
which these patients are under the influence of their emotions, 
and the fact that in the early stages the majority of their 
symptoms are psychogenic, frequently induced by the finding 
of a high blood pressure at a medical examination. The 
reader’s instinctive approval of this sane outlook on the early 
hypertensive case receives a rude shock when he finds that 
Dr. Ayman advises his patients to take their own blood 
pressures frequently at home. 

The great variability of blood pressures in benign essential 
hypertension is pointed out, and it is clearly shown that most 
of the claims for one treatment or another are based on cases 
which have been inadequately controlled. Any placebo, if 
prescribed with sufficient assurance, will cause significant 
improvement in the great majority of cases. Only two forms of 
therapy are known to produce a persistent lowering of blood 
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pressure : thiocyanate treatment, which requires careful control 
and which is not free from untoward effects ; and sympathec- 
tomy, the results of which are still difficult to assess because 
most surgeons, including Smithwick, have not observed their 
cases long enough before operation. 

Most experienced physicians will agree with Dr. Ayman’s 
general outlook on hypertension. The book has, however, 
certain rather important shortcomings. The section on patho- 
logy is inadequate and of doubtful accuracy. The reader is 
not given a clear account of the distinctions between essential 
and secondary hypertension. The description of the malignant 
phase of hypertension is poor, and nowhere is it made plain 
that while renal failure practically never occurs in benign hyper- 
tension it is almost inevitable in the malignant phase. Finally, 
the author, like many of his American colleagues, appears to 
be wholly ignorant of the British literature on his subject ; the 
only British authors to which he refers are Bright, Mahomed, 
and Allbutt. Although it is natural that an author should refer 
to the most easily available literature when he is quoting general 
opinion or the records of cases, it is a serious defect to be 
completely unaware of important and fundamental observations 
which have been made in other countries. 

ROBERT PLATT. 


MENTAL HEALTH 
Mental Health. By John H. Ewen, F.R.C.P.Ed., D.P.M. With 


a chapter by C. Friedman, M.D.(Vienna), L.R.C.P.&S.Ed. 
(Pp. 270. 12s. 6d.) London: Edward Arnold. 


The author sets out to write a short and practical handbook 
for students and practitioners, and especially for those studying 
for the Diploma of Mental Health. Like many handbooks, it 
has fallen between two stools. It is brief, clear, and well set 
out, with a few short illustrative cases, but it is on strictly 
conventional lines without any originality or fresh ideas. As 
such, it is doubtful if it is full enough to allow the specialist 
student to appreciate the various theories and experimental 
work on which modern psychiatry is based. For the under- 
graduate, who is in most cases going to be a general practitioner, 
the situation is different. Surely the time has now come when 
in psychiatry, as in everything else, the emphasis in textbooks 
should be changed so that the student may learn what will 
chiefly concern him in day-to-day practice. Certainly the 
practitioner should have some idea of the symptoms and 
prognosis of the major psychoses, but the conditions he will 
be faced with are the psychoneuroses, the psychosomatic 
diseases, and the minor deviations from the strict norm which 
are not really diseases at all. As in so many textbooks of 
psychiatry, the psychoneuroses get short shrift in only 24 pages, 
and practically no mention is made of their treatment except 
in the section on special treatments—well set out by 
Dr. Friedman—where narco-analysis is described, but this is 
not common therapy for the géneral practitioner. Admittedly, 
it would not be easy to write a really effective textbook for the 
general practitioner, but do we need yet another conventional 


handbook of psychiatry, however good it may be ? 
R. G. GorDon. 


In the preface of his Introduction to Medical Psychology (pp. 171; 
17s. 6d.; London: William Heinemann Medical Books, 1948) Dr. 
Erwin Wexberg remarks the absence of suitable textbooks on 
psychology for preclinical medical students. He has set out to write 
one, and has certainly produced an interesting and informative hand- 
book. Nevertheless, for British students the book makes the wrong 
approach to the subject. The first chapter discusses from the philo- 
sophical aspect the relations of the individual with the community, 
and it is doubtful if the preclinical student has sufficient preliminary 
education to grasp a dissertation on values. The acquisition of know- 
ledge is dealt with chiefly from ihe Gestalt viewpoint, but though 
this is a physiological approach it is not a very easy concept to 
follow. In describing the emotional side the author refers frequently 
to Freudian theory and terminology, which is not suitable for the 
undergraduate, and ceriainly not for the preclinical student. It would 
be better to teach preliminary psychology on a basis of physiology, 
examining the complex relationships of the individual to his fellows 
at the end rather than the beginning of the course, and so far as 
possible leaving the psycho-analytical theory until the clinical aspects 
of mental illness are reached. If the other approach is favoured, 
however, this book has the merits of brevity and clarity. 


REVIEWS 


_ MEDICAL JouRNaL 
rr’ 





BOOKS RECEIVED 


[Review is not precluded by notice here of books recently received] 


Functional Localization in the Frontal Lobes and Cerebellum, 
By J. F. Fulton, O.B.E., M.D., DSc., LI.D.Birm. (Pp. 140. 15s) 
Oxford: The Clarendon Press. 1949 ; 


Diagnosts of Viral and Rickettsial Infections. By F. L. Horstalj 
jun., M.D. (Pp. 153. 21s.) London: Geoffrey Cumberlege. 949° 


Interne Praxis. By H. Dopsch and E. Kurtisch. (Pp. 74]. 60s.) 
Vienna: Verlag Wilhelm Maudrich. 1949. 4 


Serologische Reaktionen und Immunitat be: Malaria. By 4. 
Hormann. (Pp. 106. M. 7.50.) Stuttgart: Hippokrates-Verlag 
Marquardt. 1949. 


Die Individuelle Reaktionsweise bet Chirurgischen Infektions. 
prozessen. By G. Hegemann (Pp. 126. M. 12.) _ Berlin: 
Springer. 1949, 


The Magistrates Courts. By F.T. Giles, LIB. (Pp. 222. 1s. 6d.) 
Penguin Books. 1949. 


Microbiolo and Man. By J. Birkeland, Ph.D. 2nd ed. 
(Pp. 525. 27s. 6d.) London: Baillitre, Tindall and Cox. 1949. 


Social Surveys. By D. C. Jones. (Pp. 232. 7s. 6d.) London: 
Hutchinson’s University Library. 1949. 


Sociology. By W.J.H. Sprott, M.A. (Pp. 192. 7s. 6d.) London: 
Hutchinson’s University Library. 1949 


Public Health in the World Today. By J. S&S. Simmons. 
(Pp. 332. 27s. 6d.) London: Geoffrey Cumberlege. 1949. 


Nursing Care of Neurosurgical Patients. By R. M. Kiemme, 
M.D., F.LC.S., F.A.C.S. (Pp. 117. 15s.) Oxford: Blackwell 
Scientific Publications. 1949. 


The Retarded Child. By H. Loewy. (Pp. 52. 3s 6d.) Lordon: 
Staples. 1949. 


Organic Husbandry. (Pp. 160. 2s. 9d.) London: The Biotechnic 
Press. 1949. 


Psychological Statistics. By Q. McNemar. (Pp. 364. 27s.) 
London: Chapman and Hall. New York: Wiley. 1949. 


Surgery for Nurses. By J. Kemble, Ch.M., F.R.C.S.Ed. (Pp. 348. 
21s.) Bristol: John Wright. 1949. 


Anatomy and Ballet. By C. Sparger. (Pp. 77. 12s. 6d.) 


London: Black. 1949. 


Food Inspection Notes. By H. Hill, F.R.Sanl., fF SIA, 
A.M.LS.E., and E. Dodsworth, MR.San.I., M.S.1..A 3rd ed. 
(Pp. 125. 7s. 6d.) London: H. K. Lewis. 1949. 


The Mental Life of the Child. By G H. Graber. (Pp. 158. 


8s. 6d.) London: Staples Press. 1949. 
Science, Servant of Man. By I. B. Cohen. (Pp. 362. 15s.) 
London: Sigma Books. 1949. 


Conference on Metabolic Aspects of Convalescence. 16th and 
17th Meetings. Edited by E. C. Reifenstein, jun... M.D. (Pp. 168 and 
246. No price.) New York: Josiah Macy, jun., Foundation. 1949. 
Clinical Methods in Surgery. By K. Das, M.B., F.R.C.S. 2nd 
ed. (Pp. 255. 35s.) Calcutta: City Book Co 
Lewis. 1948. 


Atlas of Plastic Surgery. By M. I. Berson, M.D. (Pp. 304. 
75s.) London: William Heinemann. 1948. 


Materia Medica for Nurses. By L. Oakes, S.R.N., D.N., and 
A. Bennett, M.P.S. 3rd ed. (Pp. 373. 8s. 6d.) Edinburgh: E. and 


S. Livingstone. 1949. 


By A. Piney, M.D., M.R.C.P., and J. L. 


Sternal Puncture. 
4th ed. (Pp. 89. 15s) 


Hamilton-Paterson, M.D., M.R.C.S. 
London: William Heinemann. 1949. 


London: H. K. 





on t 
at 4 
was 
he h 
deca 
Sir ] 
thes 
anot 
of th 
read: 
was 


Bant 
cepti 
distu: 
of the 
clinic 
the n 
maint 
Adre! 


had b 
widel: 
adren: 
variou 
adren: 

It v 
son’s ¢ 
Swing. 
active 
life in 
a deve 








Aus. 13, 1949 


THE ADRENAL GLAND 


MEDIcaL JOURNAL 373 





BRITISH MEDICAL JOURNAL 


LONDON 
SATURDAY AUGUST 13 1949 








THE ADRENAL GLAND 


It is one hundred years since Thomas Addison first 
described, at a meeting of the South London Medical 
Society, the disease which bears his name, and in the 
opening pages of this issue of the Journal Sir Henry 
Dale pays tribute to his pioneer work on the adrenal 
gland. Addison’s vivid description of the clinical 
changes occurring in many parts of the body as a 
result of destructive disease of the suprarenal cap- 
sules suggested for the first time the importance of 
the control exercised by these glands over many body 
tissues. But although Addison’s clinical observations 
on the disease were so exhaustive and novel they came 
at a time when neither physiology nor biochemistry 
was sufficiently advanced to carry much further the work 
he had begun. The study of other glands was for many 
decades to prove more fruitful to the investigator, and 
Sir Henry Dale traces the way in which the secrets of 
these other glands were to be disclosed one after 
another. The clinical results of over- and under-function 
of the thyroid gland were recognized. Its hormone was 
readily obtained in active form and many years later 
was brilliantly synthesized by Harrington and Barger. 
The internal secretion of the pancreas was obtained by 
Banting and Best, with consequent changes in the con- 
ception of diabetes and of its treatment. The clinical 
disturbances of the pituitary were classified, and many 
of the secretions of this gland were identified and put to 
clinical use. But during all this time it was clear that 
the main activities of the adrenal gland, on which the 
maintenance of life depends, had eluded understanding. 
Adrenaline, the hormone of the adrenal medulla, had 
been isolated at a relatively early date, its physiology 
had been thoroughly worked out, and it had been used 
widely in clinical practice. But study of the action of 
adrenaline alone went very little way to explain the 
various disturbances resulting from disease of the 
adrenal gland. 

It was not until 1931, more than 80 years after Addi- 
son’s description of the disease that bears his name, that 
Swingle and Pfiffner first succeeded in preparing an 
active extract of adrenal cortex which could prolong 
life in the adrenalectomized animal. At about this time 
a developing partnership between organic chemists and 


1 British Medical Journal, 1949, 1, 812, and 2, 24 and 221. 
2 J. clin. Endocrinol., 1946, 6, 117. 





physiologists was beginning to prove very fruitful in the 
investigation of the sex hormones. Progress was rapid, 
and the chemical formulae of most of these hormones 
were worked out. The endocrine secretions of the 
testis, ovarian follicle, and corpus luteum proved to have 
in common a chemical structure consisting of four united 
carbon rings, three of which contain six carbon atoms 
and the fourth five carbon atoms. The active hormones 
such as testosterone, oestradiol, and progesterone vary 
mainly in the number and position of ketone, hydroxyl, 
methyl, and other groups attached to the carbon atoms 
of this ring skeleton. Thus the natural oestrogens have 
one methyl group, the androgens two, and progesterone 
three. Elsewhere in this issue Professor H. de Watteville | 
and Drs. S. Salinger and R. Borth discuss the clinical 
value of sex-hormone determinations. 

The chemical knowledge acquired in studying the sex 
hormones has proved useful in the investigation of the 
nature of the active constituents of Swingle and Pfiffner’s 
adrenal cortical extract. This too was found to contain 
many compounds having the same four-carbon-ring 
skeleton as had been found in the sex hormones, the 
variation again being mainly in the attached groups. A 
large number of such substances have been isolated from 
adrenal extracts and from urine, in which they are 
present in much smaller amounts. Only a few of these 
compounds have much physiological activity—desoxy- 
corticosterone, with its powerful action on salt and water 
metabolism, being the best known and most widely used. 
Another group is characterized by the presence of an 
oxygen atom on the eleventh carbon atom of the ring 
skeleton and a reducing group similar to that of fructose 
on the seventeenth carbon atom. Compounds of this 
group have little or no action on salt and water meta- 
bolism, but have a great influence on carbohydrate meta- 
bolism—causing glycogen to be deposited in the liver, 
increasing body resistance to the action of insulin, and 
hastening recovery of muscle from fatigue. It is to this 
group that the now famous “compound E” (“ corti- 
sone”) belongs, a substance which, although not yet 
available in this country, has already been the sub- 
ject of much discussion because of its dramatic effect 
in certain rheumatic diseases.? 

Addison’s brilliant analysis one hundred years ago 
led to the development of the now flourishing science of 
endocrinology, but only now are the many problems 
connected with the secretions of the adrenal gland begin- 
ning to be unravelled. The importance of future dis- 
coveries can only be surmised. The effect of cortisone 
on rheumatoid arthritis is indeed extraordinary, but there 
are hints that the adrenal cortex has other important 
actions. Many conditions of “stress” are now known 
to increase the activity of the cortex, and if the stress is 
long continued adrenal exhaustion can be induced in 
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animals. Selye* believes that such exhaustion may lead 
by adrenal dysfunction to a wide variety of diseases. 
Injections of desoxycorticosterone in animals have 
caused such varied conditions as myocarditis, arthritis, 
nephritis, Aschoff’s nodes, and periarteritis nodosa. In 
man the urinary excretion of the carbohydrate-active 
adrenal hormones is found to be increased after such 
stress as pregnancy, surgical operations, burns, and heart 
failure, and a fall in their excretion has been observed 
shortly before death. In experimental animals these 
hormones increase ability to survive low oxygen ten- 
sions. This action is especially interesting, for it was 
a rumour, probably unfounded, that the German Luft- 
. waffe was using cortical extracts to increase the high- 
flying ability of its pilots which did much to stimulate 
Official interest in the U.S.A. in these hormones during 
the last war. 

There is urgent need for a wide trial of these new and 
active compounds in therapeutics, but here again the 
adrenal gland presents its challenge. The amounts of 
these hormones stored in the gland are small compared 
with the quantities produced and used by the body daily. 
Extraction of glands is thus an inefficient method of 
obtaining them, and it is to be hoped that chemical 
synthesis will soon be achieved. Desoxycorticosterone 
has been produced commercially for a number of years, 
but the comparable production of the allied carbo- 
hydrate-controlling compounds presents problems likely 
to tax the ingenuity of organic chemists for many years 
to come. Cortisone has been obtained by partial syn- 
thesis from a bile acid, but the yield after a long series 
of chemical processes is less than one-thousandth part 
of the theoretical. A great expenditure of effort and 
money soon led to the mass production of penicillin, 
and it is now certain that a comparable effort will be 
required if the needed hormones of the adrenal cortex 
are to be produced in sufficient quantity. There is little 
doubt that during the next decade or two we shall wit- 
ness some startling developments in adrenal physiology 
and that clinical medicine will be greatly influenced by 
them. The pioneer work of Addison will then be seen 
to have possessed an even greater significance than has 
been apparent hitherto. 





 — 





HISTOPLASMOSIS 


If the history of histoplasmosis were to be written 
in popular instead of what has recently been called 
clinical journalese it would undoubtedly be described as 
intriguing. In 1906 Darling’ in Panama reported the 
occurrence of a disease characterized by visceral symp- 
toms and the presence of small intracellular bodies in the 
cytoplasm of mononuclear cells. Since Darling was a 


protozoologist and the condition had some similarities 


to leishmaniasis, it was naturally thought to be due to a 
protozoon. Not until twenty years later was a compar. 
able case reported from the continental United States, 
and only in 1934 did de Monbreun’ successfully cultj- 
vate the organism from the blood of an infant and by 
demonstrating the mycelial forms clearly prove that it 
was a fungus and not a protozoon. Later he was able 
to inoculate monkeys and mice and to infect puppies by 
feeding them with the mycelial forms, thus showing that 
the fungus may enter the body by way of the gastro. 
intestinal tract. By 1939 only 4 cases had been recorded 
in the United States, but one year later Meleney* 
managed to collect no fewer than 32. 

The fungus responsible for histoplasmosis is known as 
Histoplasma capsulatum and is probably unique, since it 
is the only fungus pathogenic for man which is primarily 
an intracellular parasite of the reticulo-endothelial 
system. In tissue sections or smears the parasites appear 
as round or oval bodies 1 to 5 » in cross section with 
chromatin irregularly distributed at their centre and with 
colourless refractile capsules. They can be stained with 
haematoxylin and eosin, though Giemsa’s method is 
preferable. The mycelial forms grow readily on blood- 
agar or Sabouraud’s medium, though from three to four 
weeks at room temperature may be necessary before 
growth is visible* * ; 50 units of penicillin and 50 units 
of streptomycin per ml. should be added to the culture 
medium when attempts are made to isolate the fungus 
from ulcerating lesions. As would naturally be expected, 
the organs specially involved are those containing abun- 
dant reticulo-endothelial tissue: liver, spleen, lymph 
nodes, and the lymphoid structures of the pharynx and 
intestines are not uncommon sites of this somewhat 
chronic granulomatous condition.* Ulcers of the skin, 
bowel, pharynx, and mouth may constitute the most 
important lesions. According to Weed and Parkhill® the 
ulcers have rolled edges, and are associated with fever, 
sweating, and loss of weight. Only cartilage and the 
cortex of bone invariably escape, as they are devoid of 
reticulo-endothelial cells. Greyish-white nodules or 
ulcerations may be seen on the surface of the affected 
organs. Histologically there is proliferation of the 
lymphoid tissues with considerable cellular destruction ; 
the causal organisms can be seen within the mononuclear 


cells. Granulation tissue with macrophages containing 





1 J. Amer. med. Ass., 1906, 46, 1283. 

2 Amer. J. trop. Med., 1934, 14, 93. 

3 Ibid., 1940, 20. 603 

4 Parsons, R. J., and Zarafonetis, C. J. D., Arch. intern. Med., 1945, 75, 1 

5 Weed, L. A., and Parkhill, E. M., Amer. J. clin. Path., 1948, 18, 130. | 

6 Conant, N. F., et al., Manual of Clinical Mycology, 1945. Philadelphia : 
W. B Saunders Co. 

7 Levy, B. M., J. Amer. dent. Ass., 1945, 32, 215. 

8 Dailey. M E., .¥ PA digest. Dis., 1947, 14, 363 

9 J. Pediat, 1946, 28, 2 

10 Amer. J. trop. Med., 1946. 26. 273. 

11 J. Amer. vet. med. Ass., 1948, 113. 60. 
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the parasites is present outside the necrotic zone, and in 

addition there are giant cells, polymorphonuclear leuco- 

cytes, eosinophils, lymphocytes, and plasma cells. The 
parasites are capsulated and basophilic. 

The signs and symptoms of histoplasmosis are, as is to 
‘be expected, very varied. In general it develops as a 
systemic febrile disease, associated with loss of weight, 
anaemia, leucopenia, and enlargement of lymph nodes, 
liver, and spleen. Gastro-intestinal symptoms, including 
diarrhoea, have been mentioned in nearly two-thirds of 
the reported cases ; oral lesions, when present, closely 
resemble those seen in leukaemia. Hodgkin’s disease 
may be suspected at first, and in fact Hodgkin’s disease, 
noma, or carcinoma has been present in 14 out of 70 
cases.’ When the suprarenals are affected Addison’s 
disease may be produced. Pulmonary spread, as shown 
by x-ray examination, is characterized as a rule by 
multiple small foci, frequently subpleural, but Meleney* 
regards the lungs as more often the sites of secondary 
infection than the portal of entry of the fungus. It is 
thus obvious that no typical clinical picture of histo- 
plasmosis exists; it may simulate many systemic 
diseases, and one case of endocarditis due to H. capsu- 
latum has been reported. Possibly it may occur in a 
subclinical form. 

Although histoplasmosis has so far been recorded 
mainly from the New World, it has been seen in members 
of various races. The sex incidence is approximately 
equal, and there is no correlation with any occupation. 
No less than a quarter of the cases in one series were in 
children under the age of 13 years. The outcome of 
clinically recognizable disease has usually been regarded 
as invariably fatal, the duration having been from one 
to eight months, though some adults have been infected 
fora year or more. There is now, however, evidence 
from Kansas City and elsewhere that non-fatal cases 
may occur. 

Very little is yet known of the epidemiology of histo- 
plasmosis. Though widely distributed in the United 
States, it is particularly prevalent in the south-eastern 
area, but at least one case has occurred in California.* 
McLeod and others® reported the only instance in which 
there was contact between proved cases; since the 
patients were siblings, the disease may have been trans- 
mitted either from one to the other or from possibly a 
common, source of infection. Pard'® described one case 
where there was possible contact between an infant and a 
dog with histoplasmosis. Harmon"? collected 10 cases of 
the disease in dogs in the United States, and has now 
added two further cases seen by himself. Emmons and his 
colleagues,'? in an area in Virginia where four human 
and three canine cases of histoplasmosis had occurred, 
examined the tissues of 1,620 fur-bearing animals, mostly 
small rodents. H. capsulatum was grown from the tissues 


of one mouse and five rats (Rattus norvegicus); in a 
further note isolation from five other rats is recorded. 
No gross lesions were seen in the tissues of the infected 
animals, only small foci. In this connexion it is of 
interest that white mice and guinea-pigs commonly 
recover from the acute phase and survive indefinitely, 
but so does the fungus, since the liver and spleen con- 
tinue to yield positive cultures. It is thus not improbable 
that rodents and dogs are the source from which human 
beings are infected. | 

The final diagnosis of histoplasmosis can be made only 
in the laboratory. The parasites may be seen in thick 
smears within monocytes in the peripheral blood stream. 
Puncture of the spleen, sternal bone-marrow, or super- 
ficial lymph nodes may reveal the organisms, as may 
biopsy material taken from accessible sites of infection. 
Inoculation of guinea-pigs with blood, or cultivation of 
the parasites on suitable media, may provide an answer. 
A recent method of diagnosis is skin testing with histo- 
plasmin, which is simply a sterile broth filtrate of 
H. capsulatum. It appears, however, that a number 
of persons who have no previous history of infection 
with histoplasma give a positive reaction with histo- 
plasmin. Related to this is the finding that in a 
proportion of these individuals there is evidence of 
pulmonary calcification and at the same time no reaction 
to tuberculin. Palmer,’* for instance, in a survey of 
3,105 student nurses found calcification present in 31.1% 
of those positive to histoplasmin but in only 10.4% of 
those positive to tuberculin. Some other fungi may be 
responsible for positive reactions to histoplasmin,’* and 
in certain areas in California it is suggested that cocci- 
dioidomycosis may be the cause of such calcifications. 
Furcolow and his colleagues’® also emphasize that in 
regions of the United States where histoplasmin sensi- 
tivity is widespread not only calcifications in the lungs 
but also diffuse patchy infiltrations are very frequently 
non-tuberculous. Various attempts have been made to 
use complement fixation for diagnosis. Histoplasmin as 
an antigen has not proved very specific, but Salvin’* has 
obtained far better results with the intact formalin-fixed, 
yeast-like forms of the fungus cultivated on a special 
medium—an antigen which he terms “ Y.P.” While the 
majority of cases of histoplasmosis have been seen in 
North and Central America, reports are now coming in 
that the disease exists also in the Philippines.’’ It is 
probable that the disease is much more common than 
was originally supposed and probably not nearly as fatal. 

Treatment of histoplasmosis during the acute phase 
has so far proved unsuccessful. Penicillin, the sulphon- 
amides, potassium iodide, arsphenamines, quinquevalent 
antimonials, and radiation therapy have all proved value- 
less. Recently Fontaine and his co-workers'* have found 
that an antibiotic isolated from young tomato plants and 
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at first called lycopersicin, but now tomatin, has an 
inhibitory action on the growth of cultures of H. capsu- 
latum. Since tomatin has a low toxicity in animals, a 
description of its action on this fungus infection in vivo 
would be of considerable interest. 








CARCINOMA OF THE GALL-BLADDER 


The prognosis in cases of carcinoma of the gall-bladder 
is gloomy, and inevitably surgeons have sought means of 
preventing this condition. There can be little doubt that 
cholelithiasis is a predisposing factor of the greatest impor- 
tance, and a number of authors report the presence of 
stones in from 70 to 100% of cases of carcinoma of the 
gall-bladder.'* This variety of malignant disease is not 
so uncommon as is generally believed ; Kirschbaum? places 
the incidence at 3% of all carcinomata, while Graham’ 
gives a higher figure of 8-10%. A further point of interest 
is that carcinoma of the gall-bladder is found at opera- 
tion in some 1-5% of cases of cholelithiasis, and the former 
condition has generally never been suspected. 

With the above considerations in mind Sainburg and 
Garlock® have reviewed 75 cases of carcinoma of the gall- 
bladder. Abdominal pain, a history strongly suggestive 
of gall-bladder disease, loss of weight, and jaundice were 
the most important features of these cases, but the authors 
stress that at this stage the disease is generally advanced 
and incurable. Only 65 of their patients were subjected 
to operation. The group in which the best results were 
obtained consisted of seven cases in which the diagnosis 
was made by the pathologist and was not suspected by 
the surgeon: one patient in this group was still alive after 
134 years, but the average period of survival of the others 
was less than one year. In the remaining cases the average 
period of survival varied between 2-3 months in the frankly 
inoperable group and 6-7 months in those cases where it 
was believed that complete excision had been done. From 
these figures it can be seen that surgery is virtually useless 
when the disease is established, though an occasional very 
early case may survive. As the incidence of carcinoma in 
gall-bladders containing stones is far from negligible— 
Kirschbaum mentions a figure of 3% and Graham one 
of 5-14%—and as the overall mortality of cholecystectomy 
is unlikely to exceed 3% there would seem to be a strong 
case for “ prophylactic” cholecystectomy in all cases of 
cholelithiasis. 

As a result of a 10-20-year follow-up of 112 cases of 
silent gall-stone, Comfort and his colleagues® at the Mayo 
Clinic adopt a somewhat different attitude to the problem 
of gall-stones. Sixty-one patients had no symptoms dur- 
ing the ensuing years, while 24 of the 51 patients develop- 
ing symptoms had had a cholecystectomy. There was no 
record of cancer of the gall-bladder in any of the 28 
patients who had died, but it should be noted ‘that this 
follow-up was undertaken by post and the information 
obtained was incomplete. At first glance these findings 
may appear to be completely at variance with those of 

1 Ann. Surg., 1931, 93, 317. 








2 Surg. Gynec. Obstet., 1941, 73, 740. 

8 Warren, R., and Balch, F. G., Surgery, 1940, 7, 657. 

4 Finney, J. M. T., and Johnson, M. L., Ann. Surg., 1945, 121, 425. 
5 Surgery, 1948, 23, 201. 

6 Ann. Surg., 1948, 128, 931. 


eS 
Sainburg and Garlock, but the risk of carcinoma ; 
perhaps less in those cases of gall-stones without sym , 
toms. It might be reasonable to suggest, therefore fi 
that all cases of cholelithiasis with symptoms should ie 
treated surgically unless there is some definite contra. 
indication to operation ; secondly, that cases of silent gall- 
stones in fit and young patients should also be treated 
surgically, for, although the work of Comfort May suggest 
the relative immunity of such cases from carcinoma, there 
is no means of telling how long the stones will remain 
silent ; and, finally, that in elderly patients with silent gall. 
stones a conservative attitude might be adopted, since the 
risk of malignant change in their few remaining years May 
well be less than the risk of operation. The evidence jp 
favour of gall-stones being the most important Predisposing 
factor in carcinoma of the gall-bladder is overwhelming 
and it is clear that the removal of gall-stones is the 
surgeon’s most effective method of preventing carcinoma 
of the gall-bladder. 


ANIMAL INFECTIONS AND PUBLIC HEALTH 


Delegates from 53 countries have been attending discussions 
on animal health and disease control during the fourteenth 
International Veterinary Congress in London, which 
met this week. The theme of the Congress was the 
world food situation—‘‘the most important scientific 
and practical question of the day”—and Lord Boyd. 
Orr was the principal speaker at the opening discussion. 
The fact that no less than eight papers were read on 
public health subjects is a reminder that medical men and 
veterinarians have many interests in common. It has of 
course long been recognized that comparative pathology 
affords a meeting-place for medical and veterinary science, 
but the need for co-operation between medical practi- 
tioners and veterinary surgeons has only recently received 
much attention. It might be thought that the limitation 
in value of animal, as opposed to human, life would restrict 
the use of laboratory services for diagnosis in veterinary 
medicine. To a certain extent this is true, but an increasing 
number of veterinary surgeons regularly use a microscope 
in their work, and the veterinary pathologist is never short 
of material. 

The first human infection with Leptospira canicola 
in this country was reported three years ago,! and in 
a recent paper McIntyre and Stuart? stated that the 
medical profession “ might be helped here by veterinarians 
who were actually diagnosing the disease in dogs and indi- 
cating to the owners the risk run by human contacts.” 
They described one case where diagnosis of infection in 
a dog had led to its discovery in the owner. The same 
observations apply also to tuberculosis, which is not un 
commonly found in the dog—more often affecting the 
abdomen than the chest. Tubercle bacilli are frequently 
present in the nasal discharge of cats brought for veterinary 
attention because of “catarrh.” The cat, unlike the dog, 
has a relatively high degree of resistance to the human 
bacillus, but is more susceptible to the bovine. Whether 
the disease happens to have been transmitted from the 
animal to the owner or vice versa, the veterinary surgeon 

: ony tow Ta “a R. D., Lancet, 1946, 2, 594. 
3 Jordan, C. F., Indust. Med., 1948, 17, 176. 


4 Davison, G., and Neubauer, C., Lancet, 1948, 2, 453. 
5Le Roux, P. L., Vet. Rec., 1949, 61, 87. 
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makes @ contribution to public health when he diagnoses 
the disease and advises the destruction of the animal. Here 
again the medical practitioner may sometimes be glad to 
be acquainted with the veterinary findings. Brucellosis,* 
salmonella infections, louping-ill,* anthrax, and erysipelas 
are seen in both medical and veterinary practice, and the 
apparent increased incidence® in this country of the beef 


tapeworm—Taenia saginata—is of common concern to 


doctors and veterinarians. 





THE NUFFIELD FOUNDATION 


in its first year of activity—1943—the Nuffield Foundation 
laid plans for the future, and the next five years were 
devoted to grant-giving. During this period grants of con- 
siderably over £2,000,000 have been distributed, of which 
nearly £600,000 has been allocated to the medical sciences. 
The major grants have included an endowment with 
£100,000 of the Nuffield Chair of Child Health, which 
was the Foundation’s contribution to the creation of the 
Institute of Child Health in the University of London; 
grants of £70,000 to Manchester University and of £40,000 
each to the Universities of Durham and Glasgow for the 
development of departments of industrial health; grants 
of £90,000 to four university schools for dental research 
and teaching ; and a grant of £100,000 over 10 years from 
1947 to the University of Manchester for research in 
chronic rheumatism. The fourth report! of the trustees 
is interesting not only as a record of past achievement 
but as a statement of future policy. The aim which has 
guided the trustees in their choice of projects in the medical 
sciences has been to promote the proper understanding, 
definition, and maintenance of health rather than, as a 
rule, to seek cures for established diseases ; the research on 
rheumatism is and will remain for the present the principal 
exception. ‘ 

The grants just quoted may seem large, but they are not 
large in comparison with State expenditure on research. 
In the Civil Estimates for 1949-50 a total of over 
£100,000,000 is shown for Government expenditure on 
research and development and on the universities. Else- 
where in this issue the work of the Colonial Research 
Council is reviewed, and here the annual allocation of 
grants runs into seven figures. With the State so large a 
paymaster, private patrons, however great their resources, 
might well be discouraged. Yet private benefactions, 
which are not subject to State audit, have the vital func- 
tion of ensuring that the “creative minorities,” to which 
Mr. Arnold Toynbee in his Study of History attributes 
the genesis of civilized progress, get at least a first hearing 
and the chance of commanding wider support. Moreover, 
the comparative smallness of privately provided funds 
imposes a more critical selection of projects for support. 
The Nuffield Foundation sets itself to try out the unique 
person or project, but, as a rule, supports that person or 
project only through the medium of an established institu- 
tion, so that if the value of the venture is proved the work 
can be continued after the Foundation’s necessarily limited 
support has had to cease. 





1 The Nuffield Foundation. Report of the Trustees for the year ending March 
31,1949. Oxford University Press. 


With this as its general policy the Foundation intends 
during the next five years to devote more attention to 
biological and social studies. These have been, if not the 
Cinderellas of research, rather poor relations in the family. 
They do not offer the excitement to be found in research 
in physics. The investigator is apt to feel that nothing very 
remarkable remains to be elucidated and that his work is 
mainly a question of classifying what is already vaguely 
known. In the field of biological studies the normal 
mechanism of growth, differentiation, and self-mainten- 
ance of living things will have attention, and in the social 
sciences an attempt will be made to bring such subjects 
as social anthropology and sociology up to the level of 
the more, highly developed science of economics. In addi- 
tion the Foundation will encourage greater co-ordination 
of research. Hitherto this has been to a large extent 
individualistic. The experts in various subjects should be 
brought together, and they should work out their prob- 
lems by joint effort. The great work of the Foundation 
on behalf of old people will be continued, and so will the 
system of medical and other fellowships. 





DENTAL CARIES 

In 1885 Miller’ drew attention to the fact that acid- 
producing organisms were common inhabitants of the 
mouth, and that if they were incubated with sugars they 
produced acids capable of dissolving the enamel covering 
a tooth. This led to what became a generally accepted 
hypothesis about the cause of dental decay, which, briefly 
stated, is that food debris such as carbohydrates, if allowed 
to stagnate in the mouth, is broken down by bacteria with 
an organic acid as an end product. This acid acts directly 
on the galcium phosphate which forms the bulk of the 
enamel, producing a soluble calcium salt. Many attempts 
have been made without success to reproduce the carious 
process in vitro, for although the enamel can be disinte- 
grated in this way the appearance bears no resemblance to 
that of caries when produced in the mouth. The theory, 
however, seems to be supported by the fact that: caries 
commonly starts in a tooth in sites where food stagnates, 
and, conversely, very rarely occurs on a surface that is kept 
clean and free from food and debris by the action of the 
tongue or lips. A diet containing an excess of carbo- 
hydrates, particularly if its consistency is such that it 
adheres to the teeth, also predisposes to rapid caries. 

On theoretical grounds the fact that chemical analysis 
shows that inorganic salts compose about 99% of enamel, 
calculated by weight, suggested that the organic compound 
was too small to be of importance. The destruction of 
enamel, therefore, would appear to be a process of 
decalcification. No satisfactory explanation has, however, 
been put forward to explain why acids formed on the sur- 
face of a tooth should combine with the fixed calcium of 
the enamel rather than with the more freely available 
calcium ions in the saliva, and little account has been taken 
of the buffering properties of the saliva. Latterly, more 
attention has been paid to the organic component of the 

1 Independent Pract , 1885, 6. 289. 
2 J. Amer. Coll. Dent. 1944, t1, 243. J. Dent. Res., 1947, 26, 181. 


8 Anat. Rec.. 1947 99(2) 133-144. 
4 Brit. dent. J., 1937, 63, S11. 
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enamel, and it is now recognized that, although it forms an 
apparently insignificant part when assessed by weight, when 
account is taken of the different density it is found that by 
volume it forms about 5% of the enamel. Until recently 
histological investigation has been limited to the examina- 
tion of hard-ground sections, because the organic matrix 
is also freely soluble in acids and was lost when attempts 
were made to prepare a decalcified section by ordinary 
methods. But Frisbie? at San Francisco and Sognnaes* 
at Harvard have now overcome this difficulty and, 
using special methods of fixation, have demonstrated 
that the organic matrix of the enamel can be preserved in 
decalcified sections. Frisbie and his co-workers have thus 
been able to produce convincing histological evidence that 
the initial stage in enamel caries is the result of a bacterial 
attack on the organic matrix, but so far they have not 
succeeded in isolating any mouth organism that will attack 
enamel in vitro. 

In 1937 Dr. P. Pincus‘ demonstrated that certain proteo- 
lytic bacteria could bring about the disintegration of enamel 
in a media that remained above pH 7 and contained no 
carbohydrate. They presumably did this by breaking down 
the organic matrix. In this issue of the Journal he describes 
more recent work which suggests a double action. He con- 
siders the enamel matrix to be a mucoprotein containing 
mucoitin sulphuric acid, and he claims to have isolated from 
the mouth an organism that produces an enzyme, sulphatase, 
that can break down a mucoprotein and at the same time 
liberate sulphuric acid ; the latter combines with the calcium 
phosphate and forms a more soluble salt. That caries is, 
in fact, the result of such a process awaits further proof. 
So far no one has succeeded in isolating an organism from 
a carious lesion that will attack the organic matrix of intact 
enamel. The problem would now appear to rest with the 
bacteriologist. A solution is urgently required, for until 
it is found it is impossible to plan the prevention of caries 
in a rational way. 





PENICILLIN IN PSITTACOSIS 
The first indication that penicillin had a therapeutic action 
in any virus disease was the work of Heilman and Herrell' 
on the treatment of experimental ornithosis in mice. Using 
a strain of virus derived from a pigeon, they were able 
by penicillin treatment to reduce the mortality from 87.5% 
to 5% when inoculation of the virus was intraperitoneal, 
although the disease produced by intracerebral inoculation 
was little affected, presumably because of the inability of 
penicillin to pass the blood-brain barrier. Since then 
there has been further experimental evidence that peni- 
cillin has an action on this virus, and there have also been 
clinical reports of the penicillin treatment of human psitta- 
cosis. These are reviewed in this issue on p. 362 by 
Dr. J. R. Tasker, who adds a report of a further case of 
peculiar significance. The circumstances of its occurrence 
enabled the diagnosis to be made at an exceptionally early 
stage, and the attack was evidently a severe one. The 
large doses of penicillin which have been calculated on 
the basis of animal experiments to be necessary for con- 
trolling this infection were given from the first, and the 
rapid abatement of fever and the general clinical improve- 


1 Proc. Mayo Clin., 1944, 19, 57. 








ment which followed can have been due only to the 
treatment. 

This comparatively rare form of virus pneumonia js 
the only one for which penicillin is of any value—ipn 
primary atypical pneumonia it is without effect. For the 
treatment of this and perhaps certain other virus diseases 
the drug of choice is “ aureomycin ”—the new antibiotic 
which has so astonishingly enlarged the effective range of 
chemotherapy. The successes achieved by this drug have 
in part falsified the general belief in the insusceptibility 
of viruses as a whole to the action of antibiotics. On the 
other hand, it should not be supposed that there is any 
immediate prospect of effective chemotherapy for the 
majority of virus diseases: among thosé on which no 
known drug has any effect are poliomyelitis, influenza, 
and the common cold. 





CHEMOTHERAPY OF LEUKAEMIA 


Many drugs have been used in the treatment of leukaemia, 
but, since palliative effects only have been obtained, assess- 
ment of their value is very difficult. Arsenic and benzene 
had the disadvantage that when given in adequate doses 
they often caused toxic reactions. In cases of chronic 
leukaemia prolonged remissions have been reported after 
treatment with urethane’ and nitrogen mustards,? though 
no permanent cure has been obtained with any of these 
compounds. Until publication of the work of Farber and 
his colleagues* acute leukaemia was thought to be uninfiu- 
enced by drug therapy. These American workers, how- 
ever, found that the extremely potent anti-folic-acid agent 
4-aminopteroylglutamic acid or “aminopterin” caused 
remissions in children suffering from acute leukaemia. 
Although aminopterin is most effective in children there 
was an indication that it might sometimes be beneficial 
in cases of acute leukaemia in adults. Aminopterin has 
been used in this country during the past year, and tem- 
porary remissions in the course of acute leukaemia in 
children have been obtained. The drug is very toxic, and 
for this reason treatment cannot usually be continued for 
any length of time. A new folic acid analogue, 4-amino- 
N?°-methylpteroylglutamic acid, appears to be more effec- 
tive than aminopterin in the treatment of leukaemia in 
mice.* A few cases of monocytic anaemia in adults have 
been treated with aminopterin ; its action in bringing about 
temporary remissions is remarkable. One such case is 
described in this issue of the Journal by Dr. P. L. de V. 
Hart, and other case reports are being prepared for pub- 
lication. These results are important, for they should lead 
to a better understanding of the nature of leukaemia and 
also, perhaps, to effective chemotherapy of the disease. 





Lord Horder has been appointed an Extra Physician, 
Sir James Walton an Extra Surgeon, and Sir Morton Smart 
an Extra Manipulative Surgeon to His Majesty’s Medical 
Household. 


PAS E., ApThomas, I., Haddow, A., and Watkinson, J. M., Lancet, 

2 Burchenal, J. H., Myers, W. P. L., Craver, L. F., and Karnofsky, D. A. 
Cancer, 1949 2,1. 

3 New Fnel. med J., 1948, 238, 787. 

4 Burchenal, J. H.. Burchenal, J R., Kushida, M. N., Johnston, S. F., and 
Williams, B. S., Cancer, 1949, 2, 113. 
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THE WORLD HEALTH ORGANIZATION AND 
TUBERCULOSIS* 


BY 


j. B. McDOUGALL, C.BE., M.D. F.R.C.P.Ed., F.R.S.Ed. 
Chief of Tuberculosis Section of WHO 


From the earliest meetings of the World Health Organization 
tuberculosis was regarded as one of the subjects to be given 
the highest priority in its deliberations. An international com- 
mittee was set up by the World Health Assembly to lay down 
certain principles as a general guide for future action. In the 
first report of the committee, which was accepted by the World 
Health Assembly in 1948, a number of techniques recommended 
for adoption were set out briefly. I propose to enumerate the 
most important of these and to refer to the action which has 
so far been taken to implement them. 

It is necessary first to determine the extent of the problem 
of tuberculosis in each country, the facilities at its disposal, the 
manner in which they are being used to tackle the problem, and 
the additional facilities required. Officers from the tuberculosis 
section of WHO have already visited Poland, Belgium, Hungary, 
Switzerland, Greece, and Ethiopia and have studied all aspects 
of the tuberculosis problem. Other officers are conducting 
similar surveys in South-East Asia, the Eastern Mediterranean, 
and Central and South America. A schedule has been prepared 
which ensures that the information obtained from each country 
is as uniform as possible. In this way it is hoped that com- 
parable facts will soon be available from a very large number 
of countries. 

A second important problem is recruitment and training. In 
most countries there are not enough trained workers in the 
tuberculosis field. Travelling fellowships in four special fields 
—administration, epidemiology, laboratory work, and clinical 
work—are being awarded to the countries most in need. For 
the present year the number of fellowships in tuberculosis 
alone is limited to 34, but in 1950 it is hoped that at least 50 
will be available. The policy here is to select the more senior 
officers who are already in key positions in their Government’s 
service and who can be spared for periods of from four to six 
months to obtain a wider view of the work they are normally 
called upon to do. 

Next, it is felt that the best way to get a new programme 
started or to improve a poor one is by means of field services 
in one of the special fields of tuberculosis control. Well- 
trained teams even with limited supplies and equipment can 
demonstrate what should be done and how to do it. The size 
of the team and the length of its stay vary, but the object is 
to keep the team small and to limit the period of stay to a 
minimum. These teams take their own supplies and equipment, 
and it is an essential condition that the country shall agree 
beforehand to take over the project as soon as sufficient of its 
own personnel have been trained. 

Thus in China a small team has trained local doctors in the 
miniature film method for mass surveys. Seven centres have 
been established in the country at Shanghai, Peking, Tientsin, 
Nanking, Mingpo, Hangchow, and Canton, and the entire 
tuberculosis dispensary organization has been overhauled. The 
techniques of tuberculin-testing and B.C.G. vaccination have 
also been demonstrated, and some 70,000 cases have been 
examined during the past year. Assistance has been given in 
the formation of a new national tuberculosis association. In 
addition WHO arranged with the authorities for 12 Chinese 
doctors to visit Europe and the United States during 1947 and 
1948. Those doctors have now returned to their native country 
to continue the work started by WHO. 

In Poland, the Government has been advised on the establish- 
ment of a model tuberculosis scheme for the province of Lodz, 
and during 1948 one of our x-ray technicians was working 
constantly in the country, erecting and often repairing apparatus 





*Summary of an address 


Association at Cambridge on Ast 6. to the British Tuberculosis 


which had been given by Unrra. The same technician trained 
over 100 students in elementary technical work, and as a result 
apparatus which was previously of no value to the country is 
now functioning well. 

In Greece, the efforts of the Unrra team which was in the 
country in 1945-6 were continued through 1947 and 1948, 
though on a smaller scale. Even so, some 300,000 people have 
been x-rayed and, after careful checking, a morbidity rate of 
nearly 3% of clinically significant cases has been established as 
common to most urban communities. A new chest hospital 
has been set up, and it is fair to say that in Athens especially 
progress in diagnosis and treatment has gone on apace. 
Unfortunately, however, work in the provinces has suffered 
owing to the civil war. 

Another WHO team visited Madras in the summer of 1948 
with the object of establishing a B.C.G. laboratory which would 
serve South-East Asia. Between May and December, 1948, the 
laboratory was equipped, and vaccine of the required potency 
was available at the end of the year. 


International Children’s Emergency Fund 


Perhaps the most important work undertaken has been in 
association with the International Children’s Emergency Fund, 
which has as its special responsibility the B.C.G. vaccination 
campaign in many parts of the world. WHO takes no direct 
part in the field work of this activity but confines itself to giving 
technical assistance and advice on the research aspects of this 
project. 

Already in Europe some 8,000,000 persons have been 

tuberculin-tested and 3,000,000 vaccinated, and at this moment 
a campaign is extending into India, Ceylon, Morocco, Algiers, 
and Tunisia. Shortly it will be further extended in China, and 
requests for assistance have also come from Mexico, Ecuador, 
and Bolivia. A research group is trying to obtain more precise 
data on details of technique and results, and to evaluate the 
B.C.G. vaccination programme in the prevention of tuberculosis 
morbidity and mortality. Some indication of the importance 
which the executive board of WHO attaches to this research 
is reflected in the proposed estimate for 1950, when 
a sum of approximately £75,000 will be available for this 
work. 
Perhaps one of the most difficult and-yet most valuable func- 
tions of WHO is that which aims at developing and recom- 
mending uniform procedures, whether it be in tuberculin testing, 
classification, laboratory diagnosis, or in the evaluation of new 
chemotherapeutic agents such as streptomycin. Already a 
streptomycin subcommittee has met in New York and has 
published its recommendations. The International Children’s 
Fund has given supplies of streptomycin to some countries in 
Europe, and a WHO expert is supervising the clinical trials 
and endeavouring to get some uniformity in the documenta- 
tion of cases. So far as the classification of tuberculosis is 
concerned WHO has requested all member Governments to 
express their opinion on the simplified classification by the four- 
digit code method which has already found favour in Denmark 
and the U.S.A. 

This brief review of the initial work of WHO would be 
incomplete if I did not refer to the great desire which the 
organization has to work in the closest possible harmony with 
the International Union against Tuberculosis. WHO is essen- 
tially an inter-governmental agency and makes no direct contact 
with national organizations. The policy is to contact national 
voluntary organizations only through the accredited inter- 
national agency. In view of the vast amount of work which 
has been done, and is still being undertaken, by voluntary 
agencies in many parts of the world, it seems imperative that 
there should be an efficient and powerful international volun- 
tary agency to collaborate with the innumerable voluntary and 
private agencies in many parts of the world which are interested 
in stemming the death rate from this disease. The recent 
suggestion therefore that the present International Union should 
be reorganized to assume its rightful responsibility in this work 
is welcomed by WHO, and the fact that the present director- 
general of the Union, Professor Etienne Bernard, is also a 
member of the Expert Committee of WHO on tuberculosis 
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does something to ensure that there will be a close co-operation 
between the two organizations. 

The international approach to tuberculosis control is one 
which I believe must be encouraged. Not only is this missionary 
work welcome, but I do not hesitate to say that those who go 
into the back lanes and alleys of the globe learn more about 
tuberculosis epidemiology than they had ever known. It is 
the very magnitude of the task which attracts. 

The function of an international organization in countries 
with undeveloped programmes must be to guide and direct, 
not with a view to the duplication of the schemes which may 
be successful in Western Europe or North America, but only 
in directions in which we feel sure these countries will be able to 
follow within the limitations of their own economy and available 
personnel. International assistance must never be substituted for 
national effort, for in the long run the destiny of any country’s 
programme must be established by its own workers, and in no 
sphere does this apply more than in tuberculosis, with its numer- 
out social and economic ramifications, which are best known 
only to those who are intimately familiar with local conditions. 








STABILITY OF THE NATION’S HEALTH 
ANNUAL REPORT OF THE MINISTRY 


In the report of the Ministry of Health just issued for the 
year ending March 31, 1948,’ the comments of the Chief 
Medical Officer, Sir Wilson Jameson, and his staff relate only 
to 1947, a year of exceptional trial for the British people. 
During the first three months the country was visited by one 
of the severest winters on record, and fuel restrictions were 
added to scarcity of food. This was followed by the heaviest 
floods for half a century, which denuded the sheepfolds and 
threatened the harvest. Then came a period of economic crisis 
and dollar deficiency. Bread and potatoes were rationed, 
the meat allocation was reduced, the bacon ration halved, and 
other foodstuffs increased in price. 

It is a tribute to the resilience of the people that the nation’s 
health, which had been good during the war, also withstood 
the rigours of the second full year of peace. The death rate 
rose slightly, chiefly owing to increased mortality in the diseases 
of old ‘age and the severity of the winter. But infant mortality 
fell to its lowest figure, notwithstanding the highest birth 
rate for a generation, and there were further falls in maternal 
mortality and in the stillbirth and neonatal death rates. There 
was no abnormal rise in the number of sick people, though 
the average number of days of incapacity of those who became 
ill increased. The frequency of colds and respiratory disorders 
in the January-March quarter of 1947 was not greater than 
in the previous year, except among old people. 


The Epidemiological Picture 


Deaths from diphtheria were barely half those of the year 
before as the result of the intensive campaign which brought 
450,000 children to be immunized. Scarlet fever showed a 
new low record both for infections and deaths. Cases of 
measles were numerous, but the fatality rate, already exception- 
ally low, fell once more. The deaths ascribed to influenza 
were fewer than in any year (save one) since the middle of 
the first world war. Cases of typhoid and paratyphoid fever 
were fewer than in 1946, although two considerable paratyphoid 
outbreaks occurred, one in Bedfordshire and the other in Cam- 
bridgeshire. There was a new fall in reported cases of syphilis 
and gonorrhoea, suggesting that the wartime tide of venereal 
infection. might now have turned. Another wartime manifesta- 
tion, epidemic hepatitis, declined almost to vanishing-point. 
Cases of dysentery were reduced by 50%. It had been expected 
that the resettlement in this country of large numbers of people 
who had served abroad in malarious areas would lead to a 





*R t the Ministry of Health for the Year ended March 31, 
1948 nclting the Report of the Chief Medical Officer on the State 
of the Public Health for the Year ended December 31, 1947. Cmd. 
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sharp rise in the number of cases of indigenous malaria, but 
only five notifications were received. 

The figures for whooping-cough remained high—over 90,099 
notifications and 900 deaths, almost exactly a repetition of the 
year before. Vaccination against whooping-cough has not 
yet reached the status of immunization against diphtheria, |p 
1947 there were more cases of smallpox than in any year 
since 1934. An unsatisfactory feature was that 6 of the 78 cases 
were in persons who should have been protected by recent 
vaccination—a doctor, a sanitary inspector, a nurse and kitchen 
maid in a hospital, a medical student, and a man working on a 
disinfection plant. Three of them had received vaccination ip 
infancy, but the others had not been vaccinated at all, 


Poliomyelitis 


A feature of 1947 was the outbreak of acute poliomyelitis, 
which reached the unprecedented incidence of 18 per 100,000— 
four and a half times that of the highest epidemic previously 
recorded (1938). 
the lowest on record. During the years 1913 to 1946 the case 
fatality varied between 20 and 30%, except in 1918, when 100% 
case fatality was recorded. This was probably due to some 
confusion with deaths from influenza and encephalitis lethargica 
in that year of great epidemics. 

The report gives an account of the measures taken to limit 
the outbreak. No disease, as Sir Wilson Jameson says; presents 
more numerous or difficult problems, or causes more family 
or communal distress. The change in age distribution js 
noted. Roughly about one-third of the cases were under 


' five, one-third between five and fifteen, and one-third over 


fifteen, and it was among those over fifteen that two-thirds of 
the deaths occurred. In 1938 less than a quarter of the cases 
were over fifteen. The point of constancy about poliomyelitis 
is its seasonal behaviour—its summer rise and its decline with 
the fall of the year—but in 1947 the summer rise started before 
May was out and the peak was reached in early September. 


Cancer and Tuberculosis 


Deaths from cancer have recently advanced by something 
like 2,000 a year. It is now an understatement to say, as a 
lecturer in a cancer campaign some years ago told his audience, 
“ Ohe in every seven of you will die of cancer.” The digestive 
organs and peritoneum are in both sexes the principal sites of 
attack. There are about as many cases involving those sites 
as all the other cases put together. Preparations were being 
made during the year to merge the work under the repealed 
Cancer Act with that of the forthcoming National Health Ser- 
vice, and a warning is given that with each Regional Hospital 
Board having its own cancer advisers the existing useful degree 
of centralization might be lost. 

An increase of 4% was shown in deaths from respiratory 
tuberculosis. This was related to the first quarter of the year, 
when climatic conditions were exceptionally bad. The number 
of newly diagnosed cases showed an’ increase, explained in 
part by the activity and awareness of general practitioners 
and tuberculosis officers. Some particulars are given of the 
mass miniature radiography units. The number operating in 
England and Wales in 1947 was 23, and up to the end of that 
year just over two million persons had been examined. Of 
these more than 94% were found to have no abnormal chest 
condition. 

The National Health Service 

Many pages of the report describe the preparations for the 
National Health Service that was introduced the following year. 
But this is now ancient history. National Health Insurance 
saw its last year in 1947, and the service closed with a clean 
slate. During the year there were only six cases in which 
money was withheld from practitioners for breach of the terms 
of service, and the total sum kept back was only £130. No 
representations were made that the continuance of a practitioner 
on the medical dist would be prejudicial to the Service. Although 
the figures are now overshadowed by those of the National 
Health Service, they did relate to twenty million insured persons 
and to the issue of 67 million prescriptions. The average 
cost of the prescriptions was Is. 14d. 


Fortunately the case fatality of 9.1% was | 








For 
health 
the Be 
in pu 
standz 
it has 
hospit 
have ¢ 
to the 
hardst 
theless 
increas 
volunt 

The 
other 
fusion 
blood 
There 
does n 
It is pe 
it is in 
buildin 

The 
cribed. 
point ¢ 
numbe: 
1947. 
tions, a 
dried e; 
that in 
that in 
precaut 
observe 
as soo! 
which « 
does nc 

Dr. \ 
interim 
eleven « 
efforts t 
the prc 
Ministry 
another 
mic sitt 
with ne 
the Mir 
tioned t 
numbere 


| i. 


— eS”) oe a eT SC Ue — lc SES Se Oe 7S 


¢ ee ee es Be ee i 


-— & we 





Aua. 13, 1949 


STABILITY OF THE NATION’S HEALTH 


MEDICAL JOURNAL 381 








The amount of short-term sickness which was not. reflected 
in the vital statistics and notifications is the subject of a note 
from the Government Actuary’s department. A sharp rise in 
the level of short-term sickness during the war became general 
in 1942, perhaps owing to war fatigue, and was maintained until 
the middle of 1945. Since the end of the war there has been 
a gradual downward trend. The social survey, in which 
representative samples of the population are visited in their 
homes, tells the same story. Medical consultations, excluding 
those concerned with patients in hospital, averaged 4.5 per 
person between the ages of 16 and 64 during the whole year, 
and 7.1 per person aged 65 and over. The average proportion 
of people over 65 who said that they had been free from 
illness or injury during the three months preceding the inter- 
view was 27%. 

The nutritional state of the people remained satisfactory. 
Although there was rationing of bread and potatoes the allow- 
ance was generous. Special attention was paid by the school 
medical service to the nutrition of adolescents, and in various 
surveys from 93 to 96% of this section of the population were 
found to be in good nutritional condition. In 17 areas there 
was a Slight but definite decline in weight in children in 1947 
as compared with 1945. The rations and allowances of the 
school child were still sufficient for his needs, and the number 
of children taking school meals and milk had increased. 


Mental Health and Other Services 


For the first time the report includes a chapter on mental 
health, a subject formerly discussed in the annual reports of 
the Board of Control. There is still considerable overcrowding 
in public mental hospitals, in comparison with recognized 
standards. The overcrowding is serious enough in itself, but 
it has been kept within limits partly because many mental 
hospitals have decided to limit admissions to certified cases and 
have declined to receive voluntary patients. This is detrimental 
to the whole system of voluntary treatment and involves great 
hardship to people in the early stages of their illness. Never- 
theless, the proportion of voluntary admissions continues to 
increase, and in 1947 more than half the total admissions were 
voluntary. 

The report contains an immense amount of information on 
other subjects. It tells the story of the National Blood Trans- 
fusion Service, under which, in 1947, 235,492 3-pint bottles of 
blood and 64,407 bottles of dried plasma were distributed. 
There is a chapter on hospital planning, though the Ministry 
does not commit itself deeply on the question of standards. 
It is pointed out that standards discourage experiment, and that 
it is impossible to foresee the conditions that will prevail when 
building can be freely undertaken. 

The work of the Public Health Laboratory Service is des- 
cribed. This service was greatly expanded during 1947. A 
point of importance mentioned in this section ’is the increased 
number of food-poisoning outbreaks, which reached 765 in 
1947. Most of these outbreaks were due to salmonella infec- 
tions, and attention is drawn to the part which imported spray- 
dried egg may have played in their propagation. But it is clear 
that in many cases of food poisoning it is the human element 
that introduces bacteria into the offending food. The two 
precautions enjoined are that those who handle food should 
observe scrupulous cleanliness, and that food should be eaten 
as soon as possible after preparation. Reheating of food, 
which often takes place in canteens with the left-over dishes, 
does not destroy staphylococcal enterotoxin. 

Dr. Melvilte Mackenzie gives an account of the work of the 
interim commission of the World Health Organization and its 
eleven expert committees. Dame Katharine Watt describes the 
efforts to overcome the shortage of nurses. Dr. Stock reviews 
the problems that confront port health authorities. The 
Ministry’s activities in connexion with housing are discussed in 
another section. Despite the difficulties of the national econo- 
mic situation a quarter of a million families were provided 
with new homes during the year. A sidelight is thrown on 
the Ministry’s public relations department when it is men- 
tioned that telephone inquiries by journalists during the year 
numbered 10,000. 


This is probably the most comprehensive document ever 
issued from the department. It deals with the end of an era, 
and the next report will describe new incursions by the State 
in the field of health and medicine. Perhaps it is appropriate 
to close this review with Sir Wilson Jameson’s tribute ic 
voluntary services : “This country has always been fortunate 
in having at its disposal the help of experienced voluntary organ- 
izations and of an army of able and enthusiastic voluntary 
workers. Never was voluntary service more welcome than 
it is now, and I would make special acknowledgment of the 
great assistance the medical side of the Ministry has received 
from such sources during my term of office.” 








ALCOHOLISM IN SWITZERLAND 

KELYNACK MEMORIAL LECTURE 
Dr. HENRI REVILLIOD, of Geneva, gave the third Kelynack 
Memorial Lecture to the Society for the Study of Addiction 
at the Medical Society of London on July 12. His subject was 
““Some Aspects of the Problem of Alcoholism in Switzerland.” 
Discussing the drinking habits of his countrymen, Dr. Revilliod 
said the Swiss drinks 100 times more wine and four times less 
beer than the Englishman. The wine habit had an obvious 
relation to the agricultural economy of the country, and the 
vine had been cultivated in French Switzerland since the time 
of the Romans. The vineyards to-day, however, covered less 
than half the area they did 45 years ago. 

Spirits had been distilled in Switzerland since the sixteenth 
century, at first in the form of cherry and plum brandy. Since 
the beginning of the nineteenth century “schnapps” had been. 
made from potatoes, and the moral and material misery that 
this liquor produced among the peasants resulted in the intro- 
duction of the federal alcohol monopoly in 1885. The effects 
on the descendants of the schnapps drinkers were shown by 
the number of abnormal children and young men unfit for 
military service now seen in the country. In 1930 the monopoly 
was extended from potato distilling to that of seed fruits, and 
the consumption of spirits fell from about 6 litres to 2.5 litres 
per head. Aperitives were drunk widely, especially in the 
French-Swiss towns. ; 

Beer, nearly all of which was brewed in the country, occupied 
an important place among the alcoholic beverages of Switzer- 
land. At an establishment for patients in an advanced stage of 
alcoholism, beer-drinking alone was responsible for 48% of 
the cases. Fermented cider was drunk in some quantity in 
north-east and central Switzerland. 

Dr. Revilliod remarked that a relatively slowly developing 
form of alcoholism was seen in his country. In observations 
made during the four-year period 1933-7, Professor M. Roch, 
head of the medical clinic at the Hospital of Geneva, demon- 
strated that alcoholism occurred in 48% of male patients coming 
under his care for various illnesses. Similar observations were 
reported from Zurich. Cirrhosis of the liver, detected at 
necropsy, was more frequent in Switzerland than in any other 
country. It occurred in about 7 to 10% of post-mortem 
examinations. The yearly admissions to Swiss mental institu- 
tions of patients suffering from psychoses due exclusively to 
alcoholism numbered 20 to 25% of male entrants and 3 to 5% 
of females. These figures declined during the war but rose 
in the period 1946-8. 


Measures Against Alcoholism 


In Switzerland, as elsewhere, said Dr. Revilliod, legislative 
measures against alcoholism were preceded by the action of 
groups of private citizens. In 1876 a young Swiss pastor, L. E. 
Rochat, launched the “ Blue Cross” movement for reclaiming 
drunkards. Twenty-five years later this society, which was 
based upon total abstinence, had about 38,000 members in 
Switzerland and other countries. Auguste Forel, the psychiatrist, 
introduced the “‘Good Templar” order, which had the same 
object as the “ Blue Cross” but no religious associations. 

As another means of preventing the abuse of alcoholism the 
production of non-fermenting fruit juices, such as apple juice 
or grape juice, was encouraged. The taxation of alcohol in 
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Switzerland was at present very much lower than in other 
countries and did not amount to even 10% of the Swiss people’s 
expenditure on drink, compared with 40% in Great Britain. 
The cantons were obliged, however, to allocate at least 10% 
of the revenue derived from the alcohol monopoly to the 
assistance of inebriates and the support of organizations engaged 
in this task. The cantons possessed the right to pass licensing 
laws, to restrict the number of public houses, and limit the 
serving of drinks to minors. The majority of the cantons also 
possessed a law which permitted the authorities to intern alcohol 
addicts for four to 12 months in a rehabilitation establishment. 
In Switzerland there were 75 anti-alcoholic dispensaries, in 
which alcoholics received advice, aid, and free treatment. If 
the gravity of their case required it, they were placed in a 
rehabilitation establishment or in a medical or psychiatric clinic. 
There were nine homes for inebriates—six for men and three 
for women—all free institutions subsidized by the State. Since 
1947 a consultative commission of legislators and medical 
experts had been created to co-ordinate the efforts of the 
cafitons and the associations in treating alcoholism. 

The treatment of alcohol addiction by apomorphine had 
given good results in the department of neurology of the Hos- 
pital of Geneva. Intravenous injections of alcohol appeared 
to be efficacious for calming the delirium tremens. “* Antabuse ” 
had also been used in Switzerland, but was considered by the 
speaker to be not without danger. 





| — 





BEIT MEMORIAL FELLOWSHIPS FOR MEDICAL 
RESEARCH 


Report of Trustees for 1948-9 


Sir Alfred Beit resigned his seat on the board of trustees in 
October, 1948, the trustees accepting his resignation with great 
regret. Sir Alfred had been a trustee since the death, 
in December, 1930, of his father, Sir Otto Beit, the founder 
of the Trust. Mr. R. A. Hornby has been elected as a trustee 
in his place. In April, 1949, the death of Lord du Parcq, who 
had been a trustee since 1947, was announced. The Right Hon. 
Lord Simonds, P.C., has been ‘elected a trustee in his place. 

The trustees noted with great satisfaction that during the 
year two of their Fellows, Dr. W. T. J. Morgan (1927-9) and 
Professor F. G. Young (1932-6) have been elected to the Fellow- 
ship of the Royal Society; and that the newly appointed 
secretaries of the Medical Research Council and the Agricultural 
Research Council—namely, Professor H. P. Himsworth and 
Dr. W. K. Slater, respectively—were Fellows in the years 
1932-5 and 1923-8. Professor Himsworth was a member of 
the Advisory Board, and in view of his new appointment asked 
the trustees to accept his resignation. The trustees have 
appointed Professor G. W. Pickering in his place. 

Elections to Junior Fellowships (normal value £600 per 
annum) have been made as follows: D. V. Bates, M.B., B.Chir., 
to carry out research on respiratory function, at the Dunn 
Laboratory, St. Bartholomew's Hospital, London; D. B. 
Carlisle, B.A., to study the mechanism of the production of 
the anterior pituitary hormones, at the Department of Zoology 
and Comparative Anatomy, University of Oxford; B. Cinader, 
Ph.D., to investigate the formation of multiple antibodies to a 
single antigen and to examine their properties, at the Lister 
Institute of Preventive Medicine, London ; J. T. Davies, Ph.D., 
to investigate the nature of the excitation of living cells by 
examining the closely similar case of built-up films of materials 
which recent work suggests to be responsible for the permeability 
of cell walls, at the Royal Institution, London ; D. T. Elmore, 
B.Sc., to examine the hydrolysates of nucleic acids, at University 
Chemical Laboratory, Cambridge ; A. S. Jones, Ph.D., to study 
the immunochemistry of bacterial nucleic acid complexes, at 
A. E. Hills Laboratories, Chemistry Department, University of 
Birmingham ; June Lascelles, M.Sc., to study the metabolic 
function of folic acid and para-aminobenzoic acid, at the 
Department of Biochemistry, University of Oxford; E. Reid, 
B.Sc., to study the pituitary growth hormone in relation to 
metabolic processes, at the School of Biochemistry, University 
of Cambridge ; B. D. Wyke, M.B., B.S., to carry out quantita- 





tive studies on the electrical activity of the brain in patients 
with various types of central nervous system disorders of both 
organic and functional type, at the Department of Surgery 
University of Oxford, and at the Radcliffe Infirmary, Oxforg ’ 
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AN ELIZABETHAN SURGEON 


The Selected Writings of William Clowes, 1544-1604. Edited 

with an Introduction and Notes, by F. N. L. Poynter, B.A. 

F.L.A. (Pp. 179. 15s.) London: avey and Blyth, Ltd. ~ 
William Clowes is a familiar figure in the medical history of 
this country, but few have any acquaintance with his actual 
writings. This is regrettable, since Clowes was not only one of 
the founders of British surgery but a writer whose works— 
in English, not in Latin—embody the spirit of the Elizabethan 
age. The reason certainly is that the works themselves are 
now amongst the scarcest of English medical works, and Mr. 
Poynter therefore deserves gratitude for his charming selection 
from Clowes’s writings and for his scholarly introduction and 
editing. 

Clowes was born in 1544—and not in c. 1540, as the editor 
shows convincingly—and, after serving as a surgeon to 
Leicester’s expedition to Normandy, became full surgeon to 
St. Bartholomew’s Hospital and surgeon to Queen Elizabeth. 
He had great experience of military surgery, and quotes freely 
from the practice of the father of that branch of surgery 
Ambroise Paré. Of his three books the last, dealing with Struma 
or the King’s Evil, appeared in 1602 and was not again reissued. 
His other two works, on the Morbus Gallicus and his Prooved 
Practise for all young Chirurgians, are a bibliographer’s night- 


mare. They both went through several editions, changing their | 


titles from time to time. 

The work on surgery is the better-known and probably the 
more important from the medical aspect. This work is written 
in the form of a series of case reports, in which the author 
sets out in vigorous prose the cause of the conditions, the 
patient's relations with his doctors, and the treatment adopted 
by Clowes himself. Some of his operations are a great credit 
to his knowledge and experience. For the arrest of haemor- 
rhage after amputation he employed a styptic powder which 
he tried out thoroughly before making it available for the use 
of others. He was not keen on the cautery, and in one passage 
he refers to “the hot glowing irons, which are very offensive 
to the eye.” His instruments were on the whole those of Paré, 
modified to suit his own needs. These were rough days, and a 
surgeon who failed to cure—or even to please—a powerful 
patient stood a good chance of being maltreated by the house- 
hold servants. ,At that date the surgeon had not become eman- 
cipated from astrological beliefs, and in one report Clowes 
says that one of his patients was in greater danger because he 
got his wound very near the full of the moon. He despised 
and hated all quacks, and he had no illusions about the hard 
work required before a man could become a good surgeon. 
“For anyone to suppose or dream that the art comes to a 
man by succession, because happily his father was a good 
surgeon, it is a paradoxical opinion, very foolish, absurd and 
fantastical.” 

In the time of Clowes syphilis was rife in this country. He 
says that at St. Bartholomew’s half of all patients seen were 
suffering from that disease, and in five years over a thousand 
patients had treatment for it. In one passage he describes the 
tragic effect of inhalations of brimstone and mercury used in 
treatment. His small book on the King’s Evil is of great 
interest also to the social historian. It contains an interesting 
account of the treatment which a patient adopted after having 
been “touched” by the Queen. “I never applied any medi- 
cine at all, but kept it [the lesion] clean with sweet and fresh 
clean cloths, and now and then washed the sore with white 
wine.” A flight from the doctrines of Guy de Chauliac ! 

This book, carefully edited and well produced, should be of 


value to all who are interested in the history of surgery. 
E. ASHWORTH UNDERWOOD. 
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HEADLAMP FOR E.N.T. SURGERY 


Mr. G. W. Morey, of Lincoln, writes: The problem 
of designing a satisfactory headlamp is a most difficult 
gne which has interested me for more than ten. years. 
In order to be efficient, such an instrument must conform to 
the following standards : (1) the light must be of high intensity ; 
(2) the beam must be either coincident with, or parallel to and 
in line with, the visual axes; (3) the light must be focused 
into a clear homogeneous circle ; (4) the whole apparatus must 
be light in weight and not be too bulky; (5) it must not get 
too hot. 

Bulbs varying from 2 to 24 volts have been manufactured 
for my experiments. Unfortunately, though the higher voltage 
lamps gave considerably more light, they were unsuitable be- 
cause of their size and heat. The present lamp employs an 
optically correct bulb of 12 volts, and has a specially wound 
horizontal filament giving 12 watts. The size of this bulb neces- 
sitates a rather bulky lamp-housing, but with an outer casing 
for heat dissipation the instrument is light and well balanced, 
and has been worn continuously for more than three hours 
without discomfort. ; 

The homogeneous patch of light is of great intensity and 
sharply focused at 14 in. A feature of the lamp is an 
adjustable mirror positioned over the bridge of the nose by 


~ 








means of which the beam can be directed horizontally (when, 
for instance, it is desired to do a tonsil dissection from the 
sitting position) or slightly downwards. Since the light axis 
is roughly parallel to and between the visual axes it is quite 
possible to use this instrument for endoscopy. If desired a 
hole may be made in the centre of the mirror so that, when 
adjusted over the eye, the operator may look along the beam 
itself. The barrel of the headlamp may be moved up or down 
or rotated after slackening off a clamping screw. Once adjusted 
to the user’s individual requirements it need not be moved 
again. For certain ear, nose, and throat operations it may be 
found necessary to use magnifying spectacles. These fit 
comfortably under the mirror. 

The headlamp is carried on a standard vulcanite headband 
and is connected by a convenient length of thin lightweight 
plastic wire to a small resistance. The shorter wire from the 
resistance to the mains terminates in a combination plug which 
will fit three varieties of sockets. It is fitted with a “ through” 
switch, and this, when pinned by means of a towel clip under 
his gown, gives the surgeon complete control of his light. A 
small connecting plug-and-socket situated just below the switch 
allows the wire to be “broken” through the gown. 
The lamp is manufactured by Theodore Hamblin, Ltd. 


Distinction Awards 

Sir,—As chairman of the medical committee of a teaching 
hospital I have recently received a signed circular letter from 
the chairman of the Distinction Awards Committee appointed 
by the Minister of Health, inviting recommendations for the 
grading of the consultant staff into those eligible for distinction 
awards and those not, and for the further classification of 
the first category into those meriting highest, second, and lowest 
awards respectively. 

The letter also indicates that the Awards Committee would 
not regard with disfavour the delegation of this task by the 
medical committee to three or four of its number, these latter 
then to report their recommendations confidentially to the 
Awards Committee without notifying their colleagues what 
these are. The reason given for this invitation is the explicit 
admission that by itself the Awards Committee cannot satis- 
factorily discharge the responsibilities its members have under- 
taken, owing to lack of local knowledge. 

Few, indeed, would dispute that the Awards Committee has 
a wholly impossible task, but many will regard it as being so 
not from any simple matter of lack of local knowledge but 
from its very nature, and likely to remain so no matter how 
freely the Awards Committee may farm out its responsibilities 
to small bodies reporting confidentially. It is one thing to 
grade a series. of posts but quite another to seek to grade pro- 
fessional distinction, and it passes my comprehension that any- 
one who has spent his working life in medicine—unless as an 
administrator—could suppose that a grading of this order can 
be rationally and equitably accomplished. Even the assessment 
of purely scientific achievement in men of science, such as may 
be needed, for example, in the matter of election to membership 
of learned societies, is difficult enough, though here no vexing 
questions of money values arise. How utterly illusory, there- 
fore, must be the hope of pricing “ distinction” in the profes- 
sion of medicine, where so many diverse factors of personality 
and achievement are involved and there are so many red herrings 
to be drawn across the trail. ; 

It is idle to discuss this question unless we are candid about 
it. I ask, therefore, What constitutes “ distinction” in medi- 
cine ? Is it aptitude in the variegated arts of worldly success ? 
Is it clinical wisdom, therapeutic fervour, or the acceptable 
usage of the forms of sickroom politeness? Is it the gift of 
training students or fruitfulness in original research? Is it 
the acquisition of seniority by lapse of years or a flair for 
planning the activities of one’s colleagues ? Is it to be a Mary 
or a Martha in medicine ? How are these incommensurables, 
these diverse qualities of mind, heart, and worldly wisdom, to 
be comparatively assessed in terms of sterling ? What are we 
to feel about a committee, apparently so unaware of. the 
essential nature of what it is setting out to do that it can 
suppose that no more is necessary for its successful accomplish- 
ment than sufficient local knowledge ? 

I submit that there is no practical answer to these pertinent 
questions and that no committee can achieve a grading of a 
congeries of diverse human qualities, arbitrarily dubbed “ dis- 
tinction” for the occasion, that will satisfy the demands of 
reason or equity on the one hand or fulfil the natural desires 
of 96% of the consultant body on the other. Indeed, what 
more sure way of sowing discord amongst the members of 
hospital staffs could be devised than this setting up of an ad hoc 
body to price them as though they were professional soccer 
players ; and, if university professors are to be differentiable 
like the rest of us, the invidious distinctions that are inevitable 
must make the most hardened cynic sorry for them. 

Surely we may see in this another revelation of where the 
central control of medicine is leading us—namely, from the free 
status of a learned profession to that of a sub-group of that 
drab and alien abstraction “ economic man.” Is it too sanguine 
to hope that before this irrational affair has gone any further 
there will be some protest against it, and that some of the 
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consultant body may feel that there is an element of the 
ridiculous in our going about our daily tasks bearing a first, 
a second, or a third class “distinction” label issued from 
Whitehall ?—I am, etc., 

London, W.1. F. M. R. WALSHE. 


Royal Medical Benevolent Fund 


Sir,—For the first time in the history of the Royal Medical 
Benevolent Fund the chairman’s Report is being sent to every 
member of the profession in England, Scotland, and Wales. 
The Committee has felt justified in taking this step, as the 
Fund is essentially the profession’s own benevolent fund and 
all members of the profession should be informed of the 
useful and valuable work which is being done to alleviate the 
distress which exists within our own ranks. 

I ask all your readers to consider the Report as one of 
personal importance and to help the work to be continued 
in the true spirit of brotherhood by giving generously to 
those who are in adversity. 

The Fund receives much help from many, but to those who 
are not subscribers I make this appeal : Please support your 
own benevolent fund by a subscription, large or small. Help 
to make the Fund worthy of our great and noble profession 
by having the personal support of every medical practitioner.— 
I am, etc., 


1, Balliol House, Manor Fields, 
Putney, London, S.W.15. 


Torsion of Normal Fallopian Tube 


Sir,—Mr. R. de Soldenhoff (July 30, p. 263) reports a case 
of torsion of the right Fallopian tube of a woman aged 24, 
a mother of two children, and refers to some of the previously 
recorded cases of torsion of apparently normal Fallopian tubes. 
This condition occurs three times more often on the right side 
than on the left, possibly because there is more room on the 
right side of the pelvis owing to the presence of the pelvic 
colon on the left; movements of the caecum and lower ileum 
may be contributory factors.’* _. 

No mention is made by Mr. de Soldenhoff of the fact that 
the condition may be bilateral, as in the case which I reported 
in 1925.* This was in a girl aged 16 whose right tube was 
black, swollen, and twisted on its mesosalpinx, while the left 
had also undergone torsion, but to a less extent. At operation 
the right tube was removed, and it was possible to untwist and 
preserve the left. Factors in the aetiology which have been 
held responsible but which cannot completely account for the 
condition may be (1) an abnormally long and free mesosalpinx, 
(2) menstruation with accompanying passive venous congestion 
(several reported cases have occurred in adolescent girls at 
this time), and (3) some muscular effort. 

If we exclude cases of torsion secondary to tubal or ovarian 
lesions and those in which both tube and ovary are involved, 
those which occur in the mesosalpinx of the apparently normal 
tubes of young women are rare. Until 1929 according to 
Koster’ only 11 cases (of which my case was one) of undoubted 
primary torsion of undiseased Fallopian tubes in nulliparous 
women had been reported. By 1934 there were 15,‘ and by 
1939 Blum and Sayre® had collected 19 cases and added one 
of their own, a girl aged 10. I am not aware of more than one 
or two others since then. Bilateral cases are still more rare, 
albeit worthy of mention in any consideration of this very 
curious condition.—I am, etc., . 

Cardiff. 


WEBB-JOHNSON, 
President, Royal Medical Benevolent Fund. 


LAMBERT ROGERS. 
REFERENCES 
1 Gabe, W. E., Arch. Surg., Chicago, 1929, 18, 1304. 
2 Koster, H., Amer. J. Surg., 1929, 7, 67. 
3 British Medical Journal, 1925, 1, 778 
4 McEachern, A., ibid., 1934, 1, 190. 
& Arch. Surg., Chicago, 1937, 34, 1032. 


Psychogenic Rheumatism 
Sir,—I have read with interest the article entitled “ Psycho- 
genic Rheumatism.” by Drs. William Tegner, Desmond O'Neill, 
and Anna Kaldegg (July 23, p. 201). It contains some state- 
ments which I think are misleading and should not be allowed 
to pass without challenge. Having in their first paragraph 


defined the term “ rheumatism ” as a group of painful disorders 





of the locomotor system, the authors go on to state that the 
arthritides, neuralgias, and other somatic conditions as a rule 
present straightforward signs and symptoms. Are the neuralgias 
to be regarded as disorders of the locomotor system, and 
what is meant by the term “ other somatic conditions”? Ag 
it is written this can only mean every known disease havi 
somatic manifestations. Such statements as these certainly 
cannot help in clarifying an already complex problem, 

As a control series of cases we are offered a group of 15 
subjects “ suffering from a painful disorder of which the cause 
was known.” A study of the diagnoses of these cases shows that 
in fact the causes are far from obvious. Can we say we really 
know the cause of osteoarthritis ? Brachial neuralgia is nowa- 
days a diagnosis of the destitute ; it is not really a diagnosis at 
all, since it constitutes neither a disease entity nor a syndrome, 
and so we are left to guess at its cause in this series. I am at 
a loss to understand what is meant by a fracture of a joint, 
and by the diagnosis of cervical rib I presume the authors mean 
compression of nerve trunks by such a structure with con- 
firmation at operation. I was also amazed to find rheumatoid 
arthritis in this motley list of diseases of allegedly known 
causation. Notwithstanding the recent work on this condition, 
have we really got as far as defining the cause? I think the 
authors might with profit have included this case among the 
patients under review rather than among the controls. 

A statistical analysis of only 15 cases must inevitably 
lead to serious criticism, and I certainly do not consider that 
the authors have made a case for placing “ this type of rheuma- 
tism in a class apart from the hitherto recognized disorders,” 
The line of distinction is by no means as clear-cut as they 
would have us believe, and as yet I see no reason to believe that 
it actually exists. I observe that in no less than five of the 
15 controls the physical condition is stated to have been 
accompanied by nervous symptoms, but these are summarily 
dismissed by the authors as secondary or even unrelated. This 
is much too facile an explanation, and especially does this 
apply in the case of rheumatoid arthritis. 

Taken as a whole I find this paper a somewhat timid and 
constricted approach to a subject which is indeed worthy of 
the closest study in view of the high morbidity of the so-called 
rheumatic disorders. The authors have apparently disregarded 
the work of Flanders Dunbar and her colleagues on this sub- 
ject. In doing so they have missed what I consider to be 
the fundamental point at issue—namely, that in probably ail 
the rheumatic disorders there are important psychogenic factors 
to be reckoned with, and the real task is to decide how great 
is their importance. In attempting to split off a sub-group the 
authors are pursuing the blind alley of fractionation, whereas 
what we really need is unification and the establishment of the 
principles common to the group as a whole.—I am, etc., 

London, N.W.3. M. J. PARSONAGE. 


Sir,—It was well said by T. A. Ross that “all illness is 
due either to bodily changes or to mental changes or to both. 
The mental changes can produce symptoms in every part of 
the body, and therefore every teacher of medicine must be 
prepared to recognize it, to treat it, and to teach it.” Drs. 
William Tegner, Desmond O’Neill, and Anna Kaldegg, the 
authors of the careful and interesting paper published in your 
issue of July 23 (p. 201) have adopted a regrettable attitude 
when they segregated certain psychoneurotic invalids according 
to their symptoms and labelled them as suffering from “ psycho- 
genic rheumatism.” Furthermore they offer this originally 
American product to us to be accepted as a disease entity. 
And you, Sir, in your leading article (p. 221) quoted a still 
more startling concept—the musculo-skeletal psychoneurosis 
recognized in the United States. 

Where does this sort of classification stop? We already 
have the cardiac neurosis and others, and obviously every 
well-known chronic illness could adopt a “ psychogenic” form 
as a common or rare subdivision. The diagnostic features of 
psychogenic rheumatism quoted in the paper are the diagnostic 
features of conversion symptoms in any other parts of the body 
and of all types, with, in the summary, the important omission 
of the patient’s attitude to the symptoms and to his illness 10 
general. 
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Cases such as those quoted are common in all communities. 

The series was of interest and value in describing briefly the 

onality and background of the type of patient to develop 
such symptoms. But all these patients might under different 
circumstances equally well have developed locomotor, effort- 
syndrome, neurological, or abdominal symptoms, or persistent 
headache, or any other of the myriad complaints that we are 
beguiled with. The diagnosis in each case was psychoneurosis, 
and the presumptive diagnosis of rheumatism was wrong. 

This may seem a small point. But it is of first importance 
that all medical training should be directed towards recog- 
nizing the group of the psychoneuroses as a disease entity in 
whatsoever form it presents itself. The authors of the paper 
use their valuable material to show that psychogenic rheumatism 
is an entity by itself—which is nonsense—instead of to show 
that the difficulty of diagnosis between rheumatism and psycho- 
neurosis is extremely difficult—which is all too true.—I am, etc., 


Emsworth, Hants. E. B. MCDOWALL. 


Sir,—With reference to the article by Drs. William Tegner, 
Desmond O'Neill. and Anna Kaldegg (July 23, p. 201), surely 
an attempt to define “ psychogenic rheumatism” as a clinical 
entity is somewhat unprofitable in the present state of know- 
ledge of psychodynamics. While no one will be disposed to 
deny that “significant psychiatric abnormality” is more likely 
to be found in patients who show no evidence of an organic 
aetiological factor, it is certain that a considerable proportion 
of patients who do show organic pathology show in addition 
the operation of emotional factors (in spite of the authors’ 
claim that in 13 controls the onset of illness appeared to be 
fortuitous). Detailed life histories of the control group would 
therefore have been of at least as much interest as the case 
histories of the test group. 

A psychosomatic affection, as defined by Halliday,’ is “a 
bodily disorder whose nature can be appreciated only when 
emotional disturbances ... are investigated in additidn to 
physical disturbances”; and, since the authors explicitly say 
that they are trying to formulate a psychosomatic condition, 
it is unreasonable of them to take as a diagnostic criterion 
“failure to conform to an established organic syndrome.” It 
must be emphasized and re-emphasized that the psychological 
and physical approaches to diagnosis—and treatment—are not 
mutually exclusive. They are complementary. To say that a 
syndrome is either psychogenic or organic in origin is to over- 
simplify to a dangerous extent. It would be of considerable 
interest if the authors were able to correlate the complaint of 
theumatic pain—with or without organic changes—with any 
particular type of personality or with any particular kind of 
emotional reaction-pattern. The short case histories published 
are of little help in this respect. 

There are two other questions to which the answers would 
be interesting. (1) Would not group psychotherapy of the 
control group be worthy of study ? Even if this is considered 
to be therapeutically valueless, it might help to clarify the 
personality pictures and emotional reactions of members of the 
group. (2) Is there any evidence that sufferers from rheuma- 
tism who have organic pathology regard their suffering as less 
“important, interesting, and worthy of sympathy” than those 
in whom no organic lesion is found ?—I am, etc., 


Glasgow. JAMES R. MATHERS. 
REFERENCE 


1 Psychosocial Medicine, 1948, London, p. 45. 


Sir,—The article by Drs. William Tegner, Desmond O'Neill, 
and Anna Kaldegg (July 23, p. 201) is interesting in its content 
and clearly the result of painstaking work. Nevertheless, it 
suffers from a lack of precision in the definition of the precise 
syndrome under investigation. If the term “ psychogenic 
theumatism ” is to serve any useful diagnostic purpose it must 
be clearly differentiated from psychoneurosis with accompany- 
ing somatic symptoms. Otherwise the whole trend of the 
argument is merely to prove the existence of something that 
is already widely accepted and described in standard textbooks. 

The crux of the matter appears to be the use of the word 
“rheumatism.” As far as can be seen it is being used because 
this group of patients display somatic symptoms of apparent 


skeletal origin that cannot be rationalized to a recognized 
pathology. But can this be accepted as a reason for the 
introduction of a new syndrome? Is there anything in the 
clinical description or diagnostic criteria that is not equally 
applicable to a psychoneurosis with somatic manifestations ? 
Are we therefore to jettison the term psychoneurosis completely 
except in those patients where the somatic symptoms are 
absent ? 

It is hard to see what has been gained and easy to see the 
difficulties added to an already confused diagnostic picture. For 
the picture is confused. At one end of the scale there is the 
frank psychoneurosis with diffuse, sometimes contradictory, 
somatic symptoms. At the other end there is the “ organic” 
non-articular rheumatism; the “neuralgia” of approximate 
segmental distribution ; the fibrositis conforming to a recog- 
nized anatomical and physiological pattern. In between there 
is every shade of variation in the clinical picture presented. 

Others may feel with me that an either/or approach to the 
problem is a fallacious simplification and that the approach 
should be in terms of the whole organism, psyche and soma, in 
relation to its environment. 

The authors give five diagnostic points under the heading 
“Diagnosis and Treatment.” I feel it would be wrong to pass 
over without comment the fifth point they list—‘ lack of 
response to physical treatments.” Surely the essence of diag- 
nosis is that it should be made on positive evidence, and this 
is generally recognized to be of particular importance in the 
psychoneuroses. Initial fruitless treatment based on an error 
in diagnosis undermines the confidence of the patient when the 
error is corrected and may tend to fix the somatic pattern 
more firmly. In addition subsequent treatment is rendered 
more difficult. We all make such errors frequently, but it 
should always be recognized primarily for what it is, an error, 
and not be elevated to the false dignity of a justifiable diagnostic 
“point.” Furthermore, if we accept the validity of this view, 
the converse is equally acceptable. That is that the success 
of organic therapy in the relief of symptoms can be accepted 
as satisfactory proof that the organic diagnosis was correct. 
It only needs to be stated for the weakness of the reasoning to 
be apparent. The physiotherapy departments to-day bear 
witness to this faulty logic—I am, etc., 


London, W.2. A. F. KENNEDY. 


* Fibrositis ” and Rheumatism 


Sirn,—It is a great pleasure to me to find Dr. W. S. C. 
Copeman (July 23, p. 191) ranging himself on the side of those 
who, like myself, no longer believe that the fibrous tissue in 
the muscles’ of the trunk becomes inflamed for no apparent 
reason and a disease called “ fibrositis ” results. This support 
indeed helps, as Dr. Copeman claims, to turn over a fresh page. 
The question is, however, whether in connecting pain at the 
posterior aspect of the trunk with fatty lobules there he is 
turning the page backwards or forwards. 

The fatty lobule idea arose in the following way. Finding 
that healthy young men were apt to suffer “ fibrositic” pain 
in the lower back, Copeman and Ackerman’ carried out post- 
mortem dissections on the lumbar muscles in a number of young 
soldiers, whether they had previously had backache or not. 
Had their assumption been securely based all might have been 
well. They found the muscles normal, but discovered lobules 
of fat in and about them, to which they then related “ fibrositic ” 
pain. Their article does not mention any investigation of the 
joints of the lower back. Their work thus rested on the dubious 
postulate that lumbar pain results not from articular but from 
muscular disorders and that it is in the muscles that the cause 
must be sought. Since Dr. Copeman now mentions disk lesions 
as a possible cause of lumbar pain he must be aware of the 
criticism invited by this muscular hypothesis. 

The article, so exhaustive in other respects, mentions no 
physical signs whereby those cases can be distinguished in which 
tender deposits in muscle are and are not causing symptoms. 
Tenderness is stated to be considerable over lobules causing 
symptoms, less so over those that are not. This is not much 
help, and invites deception in cases of functional pain, when 
great tenderness is usually a prominent feature. 
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In fact there exists a very simple clinical test distinguishing 
between pain originating from a joint and from adjacent muscle. 
The function of muscle is to contract; if it does so fully and 
painlessly it cannot be causing the patient any pain, however 
tender or nodular it happens to be.* If a muscle is made to 
contract against such resistance that no movement takes place 
the tension on the muscle alters, but the joint remains stationary. 
If this attempt at movement causes or aggravates pain a muscle 
lesion is present. Since it is clearly desirable in any case of 
backache, before proceeding to palpation, to find out whether 
the lesion is muscular or articular, the joints and muscles should 
be tested separately first. This is the more important since 
referred pain, referred tenderness, myalgic spots, and trigger 
points are all commonly present at the site of pain in the dural 
and nerve-root lesions set up by disk protrusion. Trigger points, 
etc., result from the lesion causing pain ; they are not primary.‘ 

The clinician’s only safeguard is to test each muscle indivi- 
dually against resistance ; this singles out the muscle at fault— 
if there is one. This is the only way to find out whether or not 
to disregard the tender fat lobules that Copeman and Acker- 
man’s own dissections, no less than everyday clinical experience, 
have shown to exist in many normal subjects without interfering 
with muscle action. 

I have spent many years examining muscles and joints in this 
way and warmly commend it to those who would like to know 
at what structure to look for the lesion in cases of pain in the 
trunk or indeed about any part. Another virtue of this method 
is the quick detection of functional symptoms that it provides. 
When the active, passive, and resisted movements at a joint are 
tested, patients who have no local lesion must answer at random, 
and a self-contradictory pattern soon emerges. This system, 
so quick and simple to use by the examiner, confuses only those 
patients whose pain possesses no organic basis. We have found 
it, in reverse, a valuable criterion for detecting genuine local 
lesions in patients obviously neurotic; a common injustice is 
thus avoided. Dr. Tegner and his colleagues (July 23, p. 201) 
have done us a great service in emphasizing the frequency of 
functional symptoms in patients sent for physiotherapy. 

Every layman knows what “ rheumatism ” is, but there exists 
no acceptable medical definition. If it is to mean anything at 
all (except of course in rheumatic fever) it must indicate some 
non-specific lesion of moving parts, chiefly of muscles and joints. 
My disagreement with Dr. Tegner is therefore only on nomen- 
clature. Psychogenic “ rheumatism” is self-contradictory, for 
if the lesion lies in the patient’s sensorium the word rheumatism 
becomes inappropriate. “ Functional” or “ psychogenic pain ” 
avoids all attempt at fusion of two incompatible words and 
provides an unambiguous alternative.—I am, etc., 

London, W.1. JaMES CyRIAX. 
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Strains of Bact. coli 


Sir,—It seems quite likely that whenever a new publication 
appears on the subject of Bact. coli in relation to gastro-enteritis 
it will be found that the authors have coined a fresh name for 
the bacteria or the strains which they have isolated, although 
these may in fact be Bact. coli of the same serological type. 
Giles and Sangster’ have stated that the strains they isolated 
in Aberdeen were identical serologically with those originally 
isolated at Hillingdon by Bray.? Drs. Joan Taylor, B. W. 
Powell, and Joyce Wright (July 16, p. 117) say that their strains 
are identical serologically with those of Giles and Sangster. 
It follows therefore that the D 433 strains of Dr. Joan Taylor 
and her colleagues are identical with Bray’s original strains— 
a point which they did not make in their paper. 

A summary of the nomenclature up to date is as follows. 
(1) Bray, 1945, and Bray and Beavan,’ 1948, referred to these 
bacteria as Bact. coli neapolitanum, and the two strains in cir- 
culation among bacteriologists are called Lindsay and G. R. 
(2) Giles and Sangster, 1948, and Giles, Sangster, and Smith,‘ 
1949, refer to the bacteria as Bact. coli neapolitanum type alpha. 
The beta type described by them, also in association with gastro- 


ad 
enteritis, is a serologically distinct type. (3) Taylor, P 
and Wright, 1949, refer to the bacteria as Bact. coli D 433 
I shall also immodestly add (4): in Holland, where these bac. 
teria are being found (personal communication by Dr, ten 
Seldam), they are even referred to as Escherichia coli bray.— 
I am, etc., , ; r 
London, N.W.1. JOHN Bray, 
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Zoster and Varicella in the Same Patient 


Sir,—I was interested to read letters from Dr. A. C 
(June 11, p. 1052) and Dr. C. E. Taylor (July 9, p. 100) on the 
coexistence of herpes zoster and varicella. This combination 
cannot be considered rare and is in fact not uncommon in 
a hospital admitting infectious diseases from a considerable 
catchment area. 

1 have had five such patients under my care at the Neasden 
Hospital. during the last three months. In one case the two 
manifestations appeared concurrently. In four cases the 
varicella developed in periods of 2-15 days after the appear- 
ance of herpes zoster and before it had healed. The nervoug 
lesions involved the area of the first, second, third, and fourth 
lumbar roots in one case, and the second, third, and fourth 
sacral roots in another ; in the remaining three cases it was the 
ophthalmic division of the fifth cranial nerve.—I am, etc., 


London, N.W.10. W. F. Twininc McMatns, 

Si,—Further to the letters on this subject in the issues of 
June 11 (p. 1052) and July 9 (p. 100) we record particulars 
of another instance of this occurrence. 


A male patient aged 84 years was recently admitted with well- 
marked herpes zoster involving the distribution of.the posterior root 
of the second cervical nerve, accompanied by a typical attack of miki 
chicken-pox with characteristic distribution. No contact history 
with either complaint could be established, and he had no recollectioa 
of a previous attack of chicken-pox. The herpes zoster had preceded 
the onset of the varicella by six days. 

As some of the immature varicellous lesions presented a haemor- 
rhagic appearance and the base of some of the mature lesions was 
unusually hyperaemic, the possibility of vitamin-C dcaciency was 
considered likely, especially as the patient admitted he seldom 
partook of fresh fruits. The ascorbic acid saturation test showed 
considerable deficiency of vitamin C, although no other clinicai 
evidence of deficiency was apparent. 


Apart from the relative infrequency of this concomitance cf 
chicken-pox and herpes zoster the case is additionally interest- 
ing in view of the very advanced age of the patient.—We are, 
ete. 

J. H. Wer. 


Ilford, Essex. G. LAING BROWN. 


Eclampsia and Peritoneal Haemorrhage 


Sir,—I have read with much interest the article entitled 
“Rupture of Liver Associated with Parturition” by Dr. 
Jean R. C. Burton-Brown and Dr. J. A. Shepherd (May 238, 
p. 941). The prophetic suggestion of Rademaker that sudden 
death during eclampsia may sometimes be due to a ruptured 
liver was rejected by the writers of the article. The following 
brief notes of a case may prove of interest to your readers. 


An East Indian woman of 30, para 8, was admitted to hospital with 
a history of having had a fit at 6 a.m. on Feb. 4. In the ward she 
had two fits—the first at 7.30 a.m., and the second at 9.30 a.m. At 
4 p.m. her condition was satisfactory. The patient died suddenly at 
5.15 p.m. Post-mortem examination revealed that the peri 
cavity was full of fluid blood and blood clot. This had come from 
a very large subcapsular haemorrhage on the upper surface of the 
left lobe of the liver, which had ruptured the capsule at one poiut. 
The liver showed advanced eclamptic changes. The kidneys were 
pale and the cortex swollen. Nothing else abnormal was noted. 
Death was attributed to peritoneal haemorrhage and eclampsia. 


—I am, etc., 


Port of Spain, Trinidad. James A. WATERMAM. 
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The M.R.C.P. 


Sm,—In the annotation “The M.R.C.P.” (Aug. 6, p. 327) 
you ask a pertinent question, but do not suggest an answer. 
Thus you write, “ When the College states that membership 
‘should signify a knowledge of general medicine that justifies 
further training as a consultant’ the question must be asked, 
What further training is to be considered necessary, and who 
is to decide at the end of such training that the possessor 
of the M.R.C.P. is or is not ‘a failed consultant’? ” May I 
suggest several answers to your question ? 

First, it would be well if the M.R.C.P. were really considered 
to have the significance suggested by the Comitia of the R.C.P., 
because it would then be a qualification open to the general 
practitioner whose interests are mainly in general medicine, 
while it would also be a jumping-off. place for the future con- 
sultant. If this were admitted there should then be a further 
examination for those who consider themselves fit to be con- 
sultants ; and this examination should be adapted to the desires 
and capabilities of the individual candidates. Thus, for the 
men who wish to become general physicians (and let us hope 
that the race is not to become extinct), the higher examination 
would be one in general medicine ; while for the aspiring 
specialist the examination would be, primarily at least, in his 
chosen subject. If the second suggestion were accepted there 
should be no limitation on the candidates in the matter of 
their “ specialty,” although if a man proposed a new subject 
he would have to justify his opinion that it deserved to be 
considered as a “ specialty.” 

Such a plan would convert the present M.R.C.P. into a sort 
of primary examination for the Fellowship (for I suggest that 
those who passed the second examination should automatically 
become Fellows), while the whole machinery would be so 
flexible that there would be no difficulty in establishing new 
specialties so long as their exponents could convince the 
College that they were valuable. Details would, of course, have 
to be worked out. For instance, it might be wise for the 
regulations for the Fellowship to include a demand for a thesis 
or for submission of published work, while it would probably 
be wise to limit admission to the examination to those over 
the age of 30, or perhaps even over 34. 

Iam sure that some will ask how the member is to qualify 
himself for the Fellowship examination, and I feel strongly 
that he should have complete freedom in the matter, because, 
although the rudiments of a specialty can be taught, the task 
of really learning to be a specialist is a matter of personal 
initiative. Such a procedure would represent a real islet of 
freedom in our medical system, because each candidate could 

prepare himself as he thought best, although, of course, if he 
proposed to be examined in a “new” subject he would first 
have to convince the College that it was sufficiently important 
to be regarded asa specialty. I do no more than throw out 
these few suggestions, realizing that there may be some diffi- 
culties in carrying them into effect.—I am, etc., 


London, W.1. A. PINEY. 


Mepacrine Dermatitis 


Sirn,—May I be permitted to suggest a small correction in 
your annotation (July 30, p. 275) on the above condition ? 
The correction is in reference to the sentence, “It is now 
agreed that the ingestion of 0.1 g. or more daily of mepacrine 
for several months was the cause of this condition.” I would 
point out that I stated in the article following that of Peterkin 
and Hair (Brit. J. Derm. Syph., 1946, 58, 263) quoted in the 
annotation that I had observed lesions of mepacrine dermatitis 
in troops newly arrived in India—i.e.. who had been on 
suppressive mepacrine therapy for a few weeks only. 

The subject of mepacrine dermatitis has been one of interest 
to the North of England Dermatological Society in the past 
year. I have shown a case producing identical lesions—a case 
of rheumatoid arthritis under gold treatment. Other members 
of the Society have described similar cases, and Dr. Twiston 
Davies has mentioned two cases of cardiac oedema taking Guy’s 
pill, producing lesions similar to those of mepacrine dermatitis. 


¢ 
It appears therefore that mepacrine is only one of a number 
of drugs capable of producing this type of skin manifestation. 
—lI am, etc., 


Bradford. ALLAN BIGHAM. 


Syringes 

Sir,—I observe that Dr. Douglas Gairdner has made a plea 
(July 30, p. 282) for the standardization of the Luer nozzle 
or hub fitting on all hypodermic syringes. I would like to 
reinforce this plea, as these syringes (being of American manu- 
facture) are now unobtainable here and, as I have previously 
indicated (Proc. R. Soc. Med., 1946, 39, 460), have particular 
advantages for ophthalmic work. This has been brought home 
to me with considerable force recently, as the few in my 
possession are wearing out and the contrast with the standard 
British fitting which I am compelled once again to use is very 
great.—I am, etc., 


Leeds. JOHN FOSTER. 


Treatment of Stress Incontinence 


Sir,—I join with my colleague Mr. Keith Vartan (July 9, 
Pp. 99) in admiring the technique of Mr. Wilfred Shaw’s opera- 
tion for the cure of stress incontinence. _I do assert, however, 
that these arduous and technically difficult fascial sling 
operations are unnecessary. My operation’ for the cure of 
this condition restores, underneath the urethra and particularly 
the neck of the bladder, those tissues which support these 
structures under stress, and is thus physiological in principle. 

But it is results which count. In over 150 operations for 
the cure of stress incontinence (either for this condition alone, 
or combined- with cystocele, or even vault prolapse) I have 
had two failures, one of course being in a “ private” case. It 
has once been successful in “ virginal” stress incontinence, 
and in another case where three attempts elsewhere had been 
made to cure this condition. These figures almost bring their 
own condemnation, for they show a success rate higher than 
in almost any constructive operation. They are, nevertheless, 
true. The fact remains, however, that, in my hands at least, 
the operation I have devised is so eminently successful that 
I can see no necessity for any form of sling operation. May 
I suggest that my operation be tried first, and if it be true 
that I am suffering from “the optimism which affects all 
inventors of operations for stress incontinence” I shall: be 
only too glad to abandon my operation and join with Mr. 
Vartan in his enthusiasm for slings——I am, etc., 


MORTIMER REDDINGTON. 


REFERENCE 
1 Brit. J. Urol., 1948, 20, 77. 


London, W.1. 


Growth of Foetal Head 


Sir,—In a recent paper by Blair Hartley’ on the radiological 
detection of foetal abnormalities there occurs a very important 
paragraph which asks a question and carries a challenge 
demanding answer. He writes : 


“‘A point to which further attention should be given is the state- 
ment which has been repeated in the past, that the foetal head 
continues to enlarge at the same rate during the later months of 
pregnancy. The late R. E. Roberts, for example, based his method 
of estimation of foetal maturity upon this assumption, but I have 
long had doubts regarding its correctness, and I have recently had 
the opportunity of examining the work of Dr. Sydney Josephs, who 
has already measured many foetal skulls by precision x-ray methods 
at 36 weeks and at birth, and he has been unable to show in the 
foetuses examined any increase in the diameter of the foetal head 
during the last four weeks of gestation. Indeed, is there any precise 
evidence to the contrary ? It is important to emphasize the point 
that this applies only to normal-looking foetal skulls. It does not 
apply in hydrocephalus.” 

Now this appears to be a question.to which a definite answer 


should be expected. Either the foetal skull increases its 
diameters by one-tenth of an inch (0.25 cm.) each week after 
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the thirty-sixth week or it does not. In all humility I suggest 
the radiologists are the only people who can answer the question 
accurately. If, as Blair Hartley suggests, the foetal head does 
not enlarge during the last four weeks, then all those who 
induce labour prematurely for apparent disproportion, either 
in primigravidae or in multiparae, will need to have a very 
clear idea of what they hope to achieve thereby. For, apart 
from the size of the skull, the mere bulk or weight of the 
foetus is the only other factor which can helpfully be reduced 
by premature induction of labour. And while it can be argued 
that such reduction in bulk is of great importance in breech 
delivery it can hardly be considered of common importance 
in cephalic delivery. It is for this reason that I suggest that 
this question is of no little significance.—I am, etc., 


London, S.E.18. ARCHIE G. MuRRAY. 
REFERENCE 
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What is Social Medicine ? 


Sir,—In the Journal of July 16 (p. 125) you published a 
paper by Professor W. Hobson entitled “ What is Social 
Medicine”? I happen to be one who has spent a lifetime 
in the Public Health Service and in the study and practice of 
preventive medicine, and I confess I have been somewhat 
mystified by the term “social medicine” which has become 
so fashionable in recent years, wondering in what way it 
differed from the public health work with which I had been 
connected. So, with the hope of having my doubts answered 
by Professor Hobson, I read his paper with great interest and 
expectation. 

Although I must say I found the paper admirable in many 
respects, I could not find in it anything to show that social 
medicine in its objects and practice is very different from the 
old public health or preventive medicine as practised in this 
country during, say, the last 25 years. Social medicine is 
defined by Professor Hobson as the study of those environ- 
mental factors which affect health and the application of that 
study to the benefit of man. Surely this is nothing new, for 
such study and application have always been the role of public 
health work. Indeed, by quoting a sentence from the Memo- 
randum of the Ministry of Health on the duties of medical 
officers of health to the effect that he, the medical officer 
of health, should endeavour to acquire a knowledge of the 
influences—social, environmental, and industrial—which may 
operate prejudicially to health in his district, Professor Hobson 
himself shows that all these factors were not overlooked in the 
old public health. 

Professor Hobson says that the term “social medicine” is 
necessary because the older terms—public health and preventive 
medicine—are too limited in their scope, and that there are 
many factors not mentioned in the Public Health Acts which 
affect health. This is quite true, for the Public Health Acts 
deal mainly with requirements which can be enforced by law, 
but surely it is not true to say that public ,health work in the 
past has been confined to the enforcement of these Acts. Indeed, 
Professor Hobson himself supports this view when he quotes 
as an example of the need for studying factors outside the 
physical environment the researches of the late Dr. M’Gonigle 
on the health of people transferred from slums to new housing 
estates, but Dr. M’Gonigle was a medical officer of health, and 
no doubt he regarded these inquiries as part and parcel of 
his official duties. A study of the annual reports of medical 
officers of health for many years past, or the annual reports 
of Arthur Newsholme, George Newman, and their successors 
at the Ministry of Health, will demonstrate that many and 
varied researches have been made by these officers and their 
staffs into matters now considered to be the particular concern 
of social medicine. 

It is true that during the last century and in the earlier 
years of this century public health work, apart from infectious 
diseases, was almost wholly concerned with drainage, water 
supplies, nuisances, and the like, but with the introduction of 
maternity and child-welfare and school medical services, 
followed by those for tuberculosis and venereal diseases, a 


$$$ 


great change came over the scene, and public health became _ 


infused with new interests, largely social in character, ] have 
been concerned in this letter only to vindicate, if that is not 
too strong a word, the work of “ public health” in the Past, 
for I see clearly that great changes are impending, and are 
indeed unavoidable. I can see a great break-up of the eNviron- 
mental work of the medical officer of health, and if sociaj 
medicine can infuse new life into a service which is threatened 
with death by inanition then I say, God speed to sOcial 
medicine. 

I hope Professor Hobson will forgive me the few mild 
criticisms which I have submitted, for I really enjoyed readin 
his paper and agreed with much he had to say, Particularly 
where he pleads for a closer integration between preventive and 
curative medicine.—I am, etc., 


Torquay. THOMAS GIBSON. 


Intrauterine Manipulations 


Sir,—With reference to the “ overglove ” for intrauterine and 
other manipulations described by Dr. J. A. Moyse (July 23 
p. 230) I should like to mention a similar device designed 
by me and described in- Ginekologia, Polska (1933) under the 
title “Sterile Access to the Uterine Cavity.” 


It consists of a rubber cuff about 44 in. (11 cm.) long which 
extends at one end into a flattened shield with a metal frame 
attached to its edge. The longitudinal silk threads inside the rubber 
prevent stretching of the cuff lengthwise while the transverse stretch 


remains unhampered. The cuff is lined with gauze, the folds of which . 


allow the cuff to be stretched transversely but not longitudinally. 
When in use the metal frame is attached with clips to the sterile 
sheet covering the operating field in such a way that the flat rubber 
shield covers the perineum and the surrounding skin of the vulva and 
the opening of the cuff comes opposite to the introitus of the vagina. 
Then the cuff may be inverted imto the vagina when the hand 
passes through the vagina, or by a tubular or any other vaginal 
speculum. E ce: 

Because the cuff is non-stretchable lengthwise, it cannot slip over 
the surface of the vaginal membrane when inverted, and it thus 
prevents the transfer of the bacterial flora from the lower to the 
upper part of the vagina. The gauze lining, which is turned towards 
the skin of the vulva and the membrane of the vagina, absorbs the 
mucous secretion which otherwise would be spread over the rubber 
surface of the cuff, and it thus prevents the transfer of organisms to 
the upper part of the vagina. The grasp of rubber in the frame 
takes the place of the hand pulling the “‘ overglove ” in Dr. Moyse’s 
diagram, and thus the left hand is free. This is important, as the 
free hand should be placed on the abdomen over the fundus of the 
uterus when passing the other hand through the vagina to the 
uterine cavity. 

The usefulness of the instrument was confirmed by the bacterio- 
logical examination of the pieces of the gauze lining taken from 
several places corresponding to the different levels of the vagina after 
the instrument had been used. 


This instrument can be used for vaginal examination before 
or during labour, and for all obstetrical operatigns done by 
hand or instruments inside the uterine cavity. Although the 
consequences of infection are less dangerous now in the era 
of sulphonamides and penicillin, there is no doubt that Dr. 
Moyse is right in his opinion that the problem of the sterile 
access to the uterine cavity will always be one of great 
importance.—I am, etc., 


London, W.3. C. UMA. 


Breast-feeding 


Sir,—Dr. F. H. M. Dummer will not mind an observation on 
one sentence of his excellent article (July 2, p. 14) from a class- 
mate and fellow breast-feeding supporter. He says, “The 
number of babies completely breast-fed at 6 months was esti- 
mated at the low figure of 13.2%.” Now rightly or wrongly 
this gives the impression that a higher figure would have been 
considered more desirable. If it is correct that it is necessary 
to give a breast-fed baby vitamin supplements from an early 
age, then presumably Nature, which could not have foreseen 
the generosity of the Ministry of Food, must have intended 
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that mixed feeding should begin much earlier than is the 
common practice. 

The opponents of unconditional breast-feeding are, I believe, 
more opposed to breast-feeding being carried on too long, and to 
breast-feeding insufficient in quantity and not assisted by bottle- 
feeding after each breast-feed, than to breast-feeding in general. 
Possibly some reconciliation of the two viewpoints could be 
achieved along these lines, and, much more important, more 
mothers might be willing to breast-feed if they were told that 
weaning might be commenced at 4-5 months and completed at 
6-74 months, depending on health and size, instead of begun 
at 6 and finished at 9 months, as seems to be the common 
practice, quite unnecessarily, with bottle-feeding.—I am, etc., 


Saxmundham, Suffolk. JOHN SLEIGH. 


Child-guidance Clinics 


Sir,—According to your report (July 9, p. 90) of the meeting 
of the Sections of Child Health’ and Preventive Medicine on 
June 30, Dr. D. D. Payne suggested that reference of pupils to 
a child-guidance clinic should be by the school medical officer. 
His reported statement infers that other sources of reference 
should be closed. Not long ago, at a formal meeting arranged 
to discuss child guidance, a county medical officer of health 
said that in his opinion (an influential one) there was no need 
for child guidance in his county, and that in any case he did not 
believe in it. 

My own experience of child-guidance clinics during the past 
six years has been that the majority of cases were referred by 
the family doctor, who surely is in the best position to know 
of the need for this highly specialized treatment.—I am, etc., 


Wimborne, Dorset. J. S. Horsey. 


The Children Act 


Sir,—Dr. John Dale (July 30, p. 284) does not appear to 
have read the Children Act. The Act is designed to enable 
local authorities, through their children’s committees, to stand 
in loco parentis to children who for one reason or another 
fall into public care and thereby lose home background. In 
implementation of the Children Act the local authority 
children’s committees are empowered to find individual children 
suitable substitute homes. It is also their responsibility to 
form proper liaison with the health and education committees 
of the council, and to ensure that children have adequate 
medical care and educational opportunity. 

Dr. Dale can be assured that the care of children deprived 
of normal home life is not restricted to “ health and hygiene,” 
which still remains the prime concern of the health authorities. 
—I am, etc., 


Birmingham. HELEN MURTAGH. 


Memorial to Sir John Fraser 


Sir,—There must be many who would be eager to contribute 
to a memorial to Sir John Fraser, Bart., the late Principal of the 
University of Edinburgh. These would include his old students, 
his patients, and all those who had the pleasure of working with 
him in the course of the many public duties to which he gave 
himself so unsparingly. 

With the consent of Lady Fraser and her family, a small com- 
mittee has been formed to receive donations to a fund for this 
purpose. The form which the memorial might take is a matter 


for suggestion and discussion; it is felt, however, that the 


income of the fund might be applied in the provision of a 
scholarship, prize, or travei grant to be awarded annually to 
some young surgeon or surgeons of promise. 

Contributions, which should not exceed ten guineas, should 
be sent to Mr. John Bruce, C.B.E., F.R.C.S.Ed., Department of 
Surgery, Teviot Place, University of Edinburgh, not later than 
Dec. 1, 1949.—We are, etc., 


EpwarpD V. APPLETON. 
F. E. JARDINE. 
J. M. GRAHAM. 


Edinburgh. JAMES LEARMONTH. 


POINTS FROM LETTERS 


Petroleum Jelly as a Dressing 


Dr. R. E. Hope Simpson (Cirencester) writes: Sterilized petroleum 
jelly is much used as a dressing on raw areas in the belief that it will ° 
prevent gauze, lint, or other material from sticking. In fact it does 
no such thing, and dressings of this type adhere at least as on . 
dry dressings. There may be virtues in soft paraffin dressin 
not that of non-adhesion, and removal of such dressings say ole 24 
hours is tedious and painful. 


Mind, Machine, and Man 


Dr. J. B. ELtison (London, S.W.17) writes: While much enter- 
tained by Dr. J. A. V. Bates’s letter (July 16, p. 177) on the alleged 
powers of electric computing machines, I must confess I was 
puzzled. It is not hard to see how, given the first move, an “ electric 
brain ’’ might always succeed in such a contest as the old game of 
nim. This game has an exact mathematical basis, so that actions 
needed to win could no doubt be transformed into mechanical 
operations which a machine would infallibly perform; juggling with 
rows of Os and Is is just what it does so well. But play chess ? 
Can one envisage any machine on, say, the sixth move of a queen’s 
pawn opening hazarding an advance of the king’s pawn to its fourth 
square in order to avoid the ‘“*‘ Cambridge Springs ”’ variation because 
it knows that old Lobcockski (needing one point for first prize) has 
made a profound analysis of this variation and will be put off by such 
unorthodoxy ? That is what I would call playing chess. And what 
would the poor machine do when confronted with a deep sacrificial 
combination ? Could it refuse an offered queen (surely one of the 
highest priorities of ‘“ value”), foreseeing mate in the offing by 
“* Philidor’s Legacy ” ? This I do not believe—to speak of a machine 
playing a game is a fallacy of equivocation. But when it comes to 


‘the sonnet I am still more puzzled. First, as to these relative values. I 


wonder why Dr. Bates thinks that Miss Rita Hayworth on an alp 
is more “sonnetogenic ” (to coin a word by analogy) than a Japanese 
soldier in Shoreditch. I know of a dozen modern poets who would 
certainly think the reverse. And how does the wretched machine 
know that it is looking at Miss Hayworth in the Alps rather than at 
Miss Lana Turner in the Himalayas or Miss Betty Grable in the 
Dolomites, and how would it assess the relative merits of such a 
galaxy ? Of course it could decide‘nothing of the kind: the decisions 
are all made by the human mind outside that feeds the brute (that 
ghost horse of a recent radio discussion). 


Mr. A. R. Jorpan (Dover) writes: As one interested in both chess 
and the ideas suggested by these new calculating machines I am 
intrigued by the letter of Dr. J. A. V. Bates (July 16, p. 177).. I 
have some misgivings about the electronic chess player. No doubt 
it could play a legally correct game, but the difficulty would lie in 
the correct “‘ instructions as to value.” The standard openings have 
all been analysed for a few moves in this way, and invariably the 
limit is reached when a number of situations arise between which 
the greatest masters cannot decide the values. If the machine went 
on playing over to itself every possible sequence I have an idea that 
it would sooner or later find one where it went on for ever without 
a checkmate unless a new rule were introduced limiting the number 
of moves, and this would defeat the whole business. It still could 
not discover which was the “ better’? move. However, I have no 
doubt at all that a machine could be constructed which could solve 
any chess problem. ... But could a machine be constructed to 
compose chess problems ? I should say undoubtedly not. It would 
merely produce a series of end-games out of which some “ mind ” 
would have to select those which contain those elements of “ diffi- 
culty ” and “* beauty ” which constitute a true chess problem, and I 
do not see how such values could be put into the machine. 


*.*This correspondence is now closed.—Ep., B.M.J. 


Harrogate Appreciated 

Mr. Puit1p Gaunt (Chairman, North Eastern Local Board of the 
Chartered Society of Physiotherapy) writes: On behalf of the 
members of the Chartered Society of Physiotherapy in this area, may 
I, through your Journal, offer our sincerest thanks for the generous 
concession made by the responsible committee in permitting us 
admission to the,meetings of the Scientific Sections during the recent 
Annual Meeting of the B.M.A. in Harrogate ? This was appreciated 
by all the members who were able to attend. The meetings were 
felt to be of real value and a help in keeping us scientifically equipped 
to enjoy our place as members of the team in which the medical 
profession plays the senior role. By example of the generous gesture 
of the Association during that week the right team spirit will always 
be maintained. Our thanks are also due to Dr. J. V. Wilson, 
Honorary Local Science Secretary, for the arrangements he made for 
us and for the patience he showed at a busy time in answering any 
requests and queries. 
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T. STACEY WILSON, B.Sc., M.D., F.R.C.P. 


Dr. Theodore Stacey Wilson, who died in Birmingham on 
July 30 at the age of 88, was the senior consulting physician 
of the United Birmingham Hospitals, sixty years having 
elapsed since he was appointed assjstant physician to the 
General Hospital in 1889. 

Stacey Wilson was educated at Grove House School, 
Tottenham, and at Edinburgh University, where he obtained 
the B.Sc. in 1881 and the M.B., C.M. and M.R.C.S.Eng. 
in 1883. In 1892 he proceeded M.D., and was awarded 
the Gold Medal for his thesis. After study in Vienna and 
Berlin he became resident medical officer of the Birming- 
ham General Hospital in 1885, assistant physician in 1889, 
and honorary physician in 1892. In 1917, under the old 
rule which permitted anly twenty-five years on the full 
honorary staff, he retired when only 56 years old, although 
he continued as extra physician until the end of the 1914-18 
war. In 1919 he became consulting physician, and con- 
tinued in active consulting practice until the last war. 
Wilson was lecturer in medicine to dental students and 
consulting physician to West Bromwich and other hospitals 
and institutions. He was twice married, and had one 
daughter. 

An exact contemporary of Almroth Wright and Gowland 
Hopkins, Stacey Wilson displayed the enthusiasm of each 
but the scientific inhibitions of neither, though he exhibited 
the enterprising outlook of genius. Nervous in manner, 
quick in step and in speech, he was tall and spare and had 
brown hair and a moustache which turned to grey only in 
the last decade. Though he was a gentle and earnest 
physician who had lived for forty years in the Victorian 
era, retaining his frock coat until far into the present cen- 
tury, he never lost the sparkling optimism of youth, which, 
gleaming through his spectacles, induced him to observe 
new clinical signs and symptoms, to deduce hypotheses 
which appeared more attractive than likely, and to retain 
his interest and his convictions until some fresh observa- 
tions drew his thoughts on to new trails. In the old- 
fashioned arts of palpation, percussion, and auscultation 
he was expert, though sometimes he claimed to perceive 
more than others could agree to.’ Chronic disorders of 
the stomach, the colon, and the heart interested him most. 

He set out his views, with unfortunately little reference 
to the findings of other workers, in treatises on The Early 
Diagnosis of Heart Failure, Thought Transference : Specu- 
lations upon Psychology and Religion, The Tonic Colon, 
and other books. For those who gathered the grains of 
wheat from the mixed corn and chaff the exercise was 
stimulating and not without reward, but little that he did 
has survived the test of research and time, for the medical 
pendulum has swung from the qualitative region of clinical 
observation and speculation to the quantitative assessments 
of the laboratory, the machine, and the statistician. He 
did not tire of his patients nor they of him, and rewards 
in money or in status did not appeal to him. In earlier 

days he excelled at skating, and he was a competent golfer ; 
until an advanced age he enjoyed the rod and the gun. 

As a kindly physician he will long be remembered with 
appreciation ‘by students and colleagues, who were stimu- 
lated by his untiring enthusiasm. Sufferers from chronic 
disease found in him a sympathetic attendant when other 
doctors had come to the end of their resources and of their 
patience —H.W.F. 


ee 


RALPH PEMBERTON, M_D. 


Dr. Ralph Pemberton, professor of medicine at the Gradu- 
ate School of the University of Pennsylvania and Honorary 
Fellow of the Royal Society of Medicine, London, died 
suddenly on June 17. 

Dr. Pemberton was born in Philadelphia in 1877, anq 
graduated at the university there successively B.S., MS 
and M.D. While still a hospital resident he became deeply 
interested in, and distressed by, the plight of the many 
chronic rheumatic patients for whom so little was done 
His research and writings on the various aspects of chronic 
arthritis soon made him well known both in America and 
also internationally. After the first world war, in which 
he served as a major in the U.S. Army Medical Corps 
he returned to his home town as Woodward Research 
Fellow in physiological chemistry, working for subsequent 
periods in Berlin and Strasbourg. On his return his wide 
and novel outlook and great energy inspired a group of 
younger men to join him, and resulted in the formation 
of his well-known arthritis clinic at the Abingdon Hos- 
pital, of which he was senior physician at his death. 

In 1938 he became president of the Ligue Internationale 
contre le Rhumatisme. His illness tragically prevented him 
from attending its recent congress in New York, for which 
he had worked so hard. He was also National Consultant 
in Rheumatism, and ex-president of the American Rhev- 
matism Association. In 1946 he was awarded the Gold 
Key of the American Congress of Physical Medicine in 
recognition of his research on arthritis and his contribu- 
tions to physical medicine. A true “ internationalist,” he 
had friends all over the world, and was a great pioneer 
in the difficult field of medicine which he made his own. 

W. S. C. Copeman. 


HARRY HORSMAN McNABB, M.D. 
The death on July 28 of Dr. Harry Horsman McNabb, 
of Manchester, is a great loss to ophthalmology, and 
especially to Manchester, where he practised for nearly 
fifty years. 

Dr. McNabb graduated M.B., Ch.B. in 1898 at Owens 
College, Manchester, and proceeded M.D. in 1902. After 
spending a short time in general practice he started his 
ophthalmic training as junior and senior house-surgeon 
at the Manchester Royal Eye Hospital. He later became 
assistant honorary surgeon and then honorary surgeon. 
Nine years ago he was appointed consulting honorary 
surgeon and was active in hospital duties and a busy practice 
until a few weeks before his death. Among his appointments 
were those of clinical lecturer in ophthalmology at Man- 
chester University and consulting honorary surgeon to many 
local hospitals. For many years he was surgeon to the 
Henshaw’s Blind Asylum, and he was also vice-president of 
the Section of Ophthalmology at the Annual Meeting of the 
B.M.A. at Manchester in 1929. He was a member of many 
learned societies and often contributed to ophthalmic 
literature. One of these papers—on an “ Alternative to 
Excision of the Sac in Dacryocystitis,” in the Transactions 
of the Ophthalmological Society of the U.K.—advocated a 
simple, direct, and effective method as compared with the 
usual operation for excision of the lacrimal sac. 

Everyone knew “Sandy” McNabb, and his social 
qualities were loved by so many that wherever he went he 
knew somebody and was known by somebody. He was 
very quiet in his manner and speech, but was always cheer- 
ful and had a twinkle in his eye. Dapper and helpful to 
everyone who asked for his advice or help, he never 
criticized anyone harshly, said an angry word, or lost his 
temper. The remarkable beauty of his hands was reflected 
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in his operative ability, which was a joy to watch. His 
operating, which was done very quietly, was perfect in its 
execution and ingenuity. A clinician all the time and a 
diagnostician of the first class, he was a mine of information 
on old and new ocular therapeutics, but never forgot the 
old methods, which often triumphed when modern treat- 
ment had proved inconclusive. As an expert ophthalmic 
witness he had few if any rivals, and his mere appearance 
in court carried weight for his client’s case. 

His persistent courage when in the middle period of his 
life he was smitten by phthisis, and how he announced it to 
his friends and fought it to a successful conclusion, was the 
admiration of all. When the tragic illness which caused 
the death of his elder son hit him sorely he never com- 
plained, but we all knew how afflicted he was. His married 
life was ideally happy, and his Scottish wife and he were 
both expert fishermen. To be entertained in their house 
was always a delight. The loss of “ Sandy ” McNabb is the 
loss of a friend, mentor, teacher, and colleague. His 
host of friends will sympathize deeply with his widow and 
son in their tragic loss. He was a perfect and gentle person 
of humour and understanding.—W.S. 


WILLIAM ROBERT ACKLAND, M.R.C.S., M.D.S. 


The death of William Robert Ackland on July 26 at the 
age of 85 years in a nursing-home at Clifton, Bristol, 
removes the last of five brothers distinguished in dentistry. 
He was the second son and last surviving child of the late 
Mr. and Mrs. Ackland, of Exeter. All the brothers quali- 
fied in medicine and dentistry, practising the latter. Each 
became one of the leading practitioners in London, Bristol, 
Bath, Exeter, and Bournemouth. 

On leaving school W.R., as he was affectionately known, 
entered Charing Cross Hospital Medical School and the 
Royal Dental Hospital School, where he carried all before 
him. He obtained the Saunders Scholarship at the Royal 
Dental, and every prize it was possible to win—proving 
the most brilliant student of his year. He qualified L.D.S. 
R.C.S. in 1884, and took the M.R.C.S. in 1886, before the 
formation of the Conjoint Board. After acting as house- 
surgeon and demonstrator in operative dental surgery at 
the Royal Dental Hospital he joined one of the leading 
practitioners in Harley ‘Street and was appointed assistant 
dental surgeon to Charing Cross Hospital. In 1888 the 
Bristol Royal Infirmary decided to establish a dental depart- 
ment with an honorary visiting dental surgeon. After 
some persuasion Ackland applied for the post. He was 
appointed, and returned to his beloved West Country, 
setting up in private practice at 5, Rodney Place, Clifton. 
His ability and charm soon won him a special place in the 
locality. Ackland may be looked upon as the father of the 
Bristol University Dental School. He was appointed lec- 
turer and internal examiner in dental surgery at the Bristol 
University College. He retired from the staff in 1924, and 
was appointed consulting dental surgeon to the Royal 
Infirmary and the Minehead Hospital. 

A member of various professional and learned societies 
—the British Medical and Dental Associations, the Bristol 
Medico-Chirurgical Society, and the Odontological Society 
of London—he took a keen interest in all their activities, 
delivering some interesting and original papers. His special 
interests were focal sepsis and its relation to systemic dis- 
ease, and drainage of the maxillary sinus, for which he 
devised a special drainage tube. During his active years 
he eccupied the chair of the Bristol Medico-Chirurgical 
Society, and was also president of the Odontological Society 
of London. In 1914-15, and again in 1933-4, he served as 
president of the Bath, Bristol, and Somerset Branch of the 


B.M.A., and in 1931-2 as president of the West Somerset 
Division. 

After the passing of the 1921 Dental Act he was elected 
one of the original members of the Dental Board set up 
by the Government, and he was appointed an examiner 
to assess the fitness to practise of the unqualified practi- 
tioners. He also served on the General Medical Council. 
The University College of Bristol was granted its charter 
as a university in 1909. Ackland received the Service 
degree of M.D.S. in 1913 as a mark of appreciation of 
his work in the Dental School. During the 1914-18 war 
he served as major in the R.A.M.C. and acted as second 
in command of the 2nd Southern General Hospital in 
Bristol. 

W.R. was deeply interested in the arts, and gathered 
together some beautiful specimens of china, antique furni- 
ture, and paintings. His waiting-room in Clifton was of 
perfect Georgian period. Among other interests was a 
love of horses: he spent most of his spare time hunting. 
A serious fall when out with the Beaufort Hunt resulted in 
concussion, and he had to give up his beloved sport. In 
1917 he married the widow of Judge Buckle. 

He retired from practice in 1937. When his wife died 
in 1945 her last surviving child, Mrs. Cotterell, and her 
husband came to live with him, caring for him in his last 
years. He died peacefully in his sleep, and his friends 
mourn the loss of a charming and most lovable man. 








Medico- Legal 








SALE OF PENICILLIN 


[From Our MEDICO-LEGAL CORRESPONDENT] 


The Penicillin Act, 1947, was passed in order to restrict the sale 
of penicillin to qualified persons. Section 1 provides that no 
person shall sell or otherwise supply penicillin unless he is 
(a) a duly qualified medical practitioner, or a person acting in 
accordance with the directions of any such practitioner, or 
(b) a registered pharmacist or an authorized seller of poisons 
selling or poten hse under the authority of a medical prescrip- 
tion. A shopkeeper, Mr. C. J. Coombs, who was neither a 
registered pharmacist nor an authorized seller of poisons, sold 
drugs and surgical appliances in his shop. On four occasions 
in August, 1948, he supplied penicillin ointment under a 
National Health prescription signed by a qualified medical 
practitioner. An inspector of the Pharmaceutical Society, 
Mr. W. R. Roberts, preferred informations against him for 
contravening the Act, but the Middlesex justices dismissed them, 
finding that the defendant was'“ acting in accordance with the 
directions ” of a practitioner, that he sold or supplied the drug 
in accordance with the directions of a practitioner on each 
occasion, and that therefore he had committeed no offence. 
The inspector of the Pharmaceutical Society appealed, and the 
Divisional Court reversed the decision and remitted the case to 
the justices. with the intimation that the offences had been 
proved.’ 

Lord Goddard, Lord Chief Justice, said in giving the judg- 
ment of the Court that if anyone could sell penicillin on a 
prescription under provision (a) there would be no object in 
provision (b). If the justices were right, a registered pharmacist 
would be at a disadvantage compared with an unregistered one. 
The words “in accordance with the directions of” a medical 
practitioner in paragraph (a) of Section 1 must, to be intelligible, 
include such cases as that of a doctor who told his dispenser 
to make up a penicillin preparation ; but if the doctor gave a 
prescription to a patient that prescription must be made up by 
a registered pharmacist. A prescription, in other words, was 
not “directions” within the meaning of Section 1 of this Act. 





1 Roberts ¥. Coombs. The Times, May 5, 1949. 
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PENSIONS 


Mr. BLENKINSOP on July 20 moved that the draft National 
Health Service (Superannuation) (Amendment) Regulations, 
1949, be approved. He said these regulations cleared up minor 
difficulties which had shown themselves in the first year of 
the working of the superannuation scheme for the staff of 
the National Health Service. He understood that the various 
staff organizations were fully in agreement with them. The 
main provision was one under Regulation 10 designed to 
encourage those who had already retired on pension or were 
eligible to do so to continue in employment up to a further 
five years and thus earn an increased pension when they finally 
retired. 

Mr. WALTER ELLIioT said it might be that further amend- 
ments would be necessary in the immense volume of regulations 
to which these amendments were proposed. In July, 1948, it 
had been estimated that the superannuation scheme covered 
300,000 persons. This scheme obviously covered more people. 
He thought it covered the employees of the regional boards, 
the employees of the medical bodies, teaching hospitals, execu- 
tive councils, and other bodies set up under the Act. He was 
informed that it also covered medical practitioners and dental 
practitioners, although not ophthalmic practitioners or chemists. 
He asked whether Regulation 10, in which employees were 
encouraged to continue in employment up to ten years beyond 
the possible retiring age, also covered those who returned to 
the Service, and what rebates or allowances were granted to 
those who had been out of the Service for a period. The 
strain on the Service just now was very great, and one of the 
simplest ways of relieving it was to recruit from those who 
had already been fully trained in one branch or another. 

He remarked that Mr. Blenkinsop had not touched on the 
cost of the regulations. The estimated gross total for the 
Health Service this year was some £352,000,000, against which 
appropriations in aid amounted to £92,750,000. The contri- 
butions paid to the insurance scheme were only one-ninth 
of its cost. The insurance contribution of 6% paid by contri- 
butors towards the cost of the superannuation scheme amounted 
to a substantial sum. The appropriations made last year had 
been estimated at £44,000,000 for England and Wales, but rose 
to £62,000,000 when the estimates had been completed. 
Through these superannuation benefits there had accrued to 
the Exchequer in England and Wales £30,694,000. The only 
payment at present under the superannuation regulations was 
a sum of just under £2,000,000 for England and Wales. The 
Exchequer had a temporary surplus of over £30,000,000, which 
would run off as the liabilities began to accrue. 


Apply to Specialists 


Sir Hucu Lucas-Tootn said Regulation 16 (c) was applicable 
to specialists. Regulation 16 (c) of the original regulations 
enabled general practitioners within the Service to choose if 
they preferred to continue with a privately arranged insurance 
scheme to obtain benefit from the employing authority equal 
to the amount that the executive council would have had to 
put aside for their benefit if they had come within the general 
scheme. He thought the House would welcome the extension 
of this proposal to specialists. Under the original arrangements 
doctors who wished to continue their own insurance schemes 
had to give notice within three months of the appointed day in 
the original Act. Under the National Health Service (Amend- 
ment) Bill now passing through Parliament a number of general 
practitioners might come in at some future appointed day 
and might have insurance schemes which they wished to con- 
tinue after the new appointed day. He feared this class might 
fall between the two regulations. They were not specialists, 
they were not covered by the new regulations, and they had not 
been within the schemes on the original appointed day. 

Mr. BLENKINSOP pointed out that these amending regulations 
did not extend the scope of the scheme or bring in further 


groups with the exception of the small number of chaplaj 
They made the provision of the regulations more acceptable 
those concerned but did not involve extra expense, Repl Ae 
to Mr. Walter Elliot’s questions, he said the new teaulates 8 
covered those who would return to the scheme after a po 
break of service. The Government was providing for th a 
who continued for an extra five years or for a shorter callin 
under the scheme, for those who returned to the Service afte 
a break, and for those who entered the Service after leavi : 
some other superannuated service. The period was five years 
Regulation 6 brought the injury provisions into line with the 
Civil Service provisions. Previously the Ministry of Health 
had followed the local government provisions. Persons who 
came back into service after a gap were covered ip 
Regulation 10. . 

The provisions in Regulation 16 (c) of an option for Part-time 
specialists to contract out had been made to meet a point raised 
by the British Medical Association. Practitioners coming ip 
after the appointed day were not covered. The provision in 
Regulation 16 (c) was a special concession, and he doubted 
whether it could be extended. He did not deny there might 
be points worthy of consideration as the Ministry’s experience 
extended. It would obviously be necessary to consider from 
time to time further amendments to the regulations. 

Mr. WALTER ELLior trusted that Mr. Blenkinsop would look 
at the National Health Service (Amendment) Bill to see whether 
it was not possible in subsequent stages to bring in medical 
practitioners who would enter the scheme at a second appointed 
day and make it possible for them to be covered by the regula- 
tions. In view of Mr. Blenkinsop’s pledge that this was not the 
occasion on which books were to be closed and no further 
amendments introduced the Opposition was willing to approve 
the regulations. 

The draft National Health Service (Superannuation) 
(Amendment) Regulations were then approved. 





Scottish Superannuation Regulations 


The draft National Health Service (Scotland) (Superannuation) 
(Amendment) Regulations, 1949, came before the House of 
Commons on July 27. Mr. WALTER ELLIOT said these regula- 
tions covered large sums of money and considerable numbers 
of employees. For Scotland alone something like £2,500,000 
was being brought in to diminish the apparent cost of the 
National Health Service, and the only payment out was a 
sum of £140,000. He inquired how the number of employees 
was related to the original number estimated. It was time 
the Government became more precise on these matters. 

Mr. WoopsurN said these regulations amended the original 
regulations, but the adjustments were slight and the money 
involved was negligible. Nothing was added to the cost of 
the scheme. About 50,000 employees were covered, but there 
was no increase there. 

The House agreed to the draft regulations. 


Parliament Adjourned 


Parliament stands adjourned till Oct. 18. The Report and 
Third Reading of the National Health Service (Amendment) 
Bill are set down for Oct. 19 in the House of Commons. The 
Second Reading of the Nurses (Scotland) Bill is down for the 
following day. : 

Barnet Victoria Hospital 


Mr. SPEARMAN asked the Minister of Health whether he 
knew that local concern had been caused by the decision of 
the North-West Metropolitan Regional Hospital Board to con- 
vert the Victoria Hospital, Barnet, into a maternity depart 
ment for the Wellhouse Hospital, Barnet. 

Mr. Bevan replied on July 29 that if a petition was sent 
to him he would certainly consider it. It would be more 
appropriate if, in the first place, it was addressed to the 
regional hospital board, who had delegated powers for the 
planning and development of hospital services in their area 
which did not require them to obtain approval before they made 
changes in the use of particular hospitals. 
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Cancer Research 


Brigadier MEDLICOTT on July 28 asked Mr. Herbert Morrison 
whether, in view of the serious increase in deaths from cancer 
during the last 30 years, he would make a statement on the 
research now being conducted under the auspices of his depart- 
ment, or with his encouragement ; and, in particular, say what 
joint research or co-operation with America was taking place. 

Mr. Morrison replied that research on cancer formed a 
very important part of the programme of the Medical Research 
Council. It was also promoted, with official encouragement, 
by bodies such as the Imperial Cancer Research Fund and the 
British Empire Cancer Campaign. There was particularly 
close co-operation in this field between British workers and 
their colleagues in America. The Medical Research Council’s 
expenditure: on cancer research was estimated at £145,000 for 
1948-9 and at perhaps £200,000 for 1949-50. Mr. Morrison 
declared that real progress was being made in research and 
that the limiting factor was not finance. 


Free Drugs for Private Patients 


Mr. H. D. HuGuHes asked on July 28 what would be the 
increased cost of allowing private patients to obtain drugs 
recommended by their doctor free of charge. 

Mr. BLENKINSOP said that if the estimated annual rate of 
expenditure on the pharmaceutical services were proportionately 
increased in respect of the 5% of the population of England 
and Wales not on doctors’ lists the increase would amount to 
about £1,000,000. : 

Pneumoconiosis 


Mr. JAMES GRIFFITHS states that from Jan. 1, 1949, to 
June 25, 1949, assessments under the Industrial Injuries Act 
of disablement due to pneumoconiosis were made at 100% 
in about 20 cases, and at less than 100% in about 1,900 cases. 
In addition, in the same period 276 men who had left the 
industry before July 5, 1948, were certified under the Work- 
men’s Compensation Acts; of these 134 were found to be 
totally disabled. During the corresponding period of 1948, 
843 men were certified under the Workmen’s Compensation 
Acts, of whom 87 were found to be totally disabled. These 
figures are not strictly comparable with those for 1949. 


Tuberculosis Examinations Foreign workers recruited ‘under 
official schemes for which the Minister of Labour is responsible are 
required to undergo a general medical examination and an x-ray 
examination to detect tuberculosis before they are accepted and 
brought to this country. In proportion to the numbers recruited 
cases- of serious sickness have not been numerous, but as these 
workers are mostly displaced persons the privations which they have 
undergone may have resulted in some cases in breakdown in health 
after their arrival. 


Glasses and Wigs.—At a rough estimate about 4,500,000 pairs of 
spectacles have been supplied under the Supplementary Eye Service. 
Between 3,000,000 and 4,000,000 pairs are on order. No information 
is available as to the number of dentures. Up to May 20, 8,000 
wigs were ordered, and 2,600 supplied, through the Ministry of 
Pensions on the advice of specialists. 

Dental Emergencies.—Procedure for emergency treatment under 
the Health Service by dentists of patients:who are in pain is being 
used for over 25,000 Patients a week. ; 

Bristol Patients —The average number of patients on the panel of 
doctors at Bristol on April 1 last was 2,300—the highest something 
over 4,000, the lowest 2. 

Ophthalmic Opticians —The number of ophthalmic opticians in 
England and Wales now employed in providing optical treatment 
within the National Health Service is 5,662. The Government hopes 
for an increase in the number. 








According to a report in The Times (June 30), the chairman 
of the British Tourist and Holidays Board has stated that the 
“clean food” campaign which the Board began a year ago 
has been a great success, and efforts will be continued to raise 
the standard of hygiene in hotels, restaurants, and cafés. “The 
problem of hygiene in the catering industry,” the chairman said, 
“is more than 70% a problem of personal hygiene.” 


Universities and Colleges 








UNIVERSITY OF LONDON 


Dr. John Thomas Aitken has been recognized as a Teacher of 
Anatomy at University College, and Dr. Robert Douglas Harkness 
has been granted probationary recognition as a Teacher of Physiology 
at University College for a period of two years from June, 1949. 

Shenley Hospital, St. Albans, has been added to the list of recog- 
nized mental hospitals for the degrees of M.B., B.S. 

The “Mary Scharlieb Research Studentship for 1949 has been 
awarded to George Philip Arden, F.R.C.S., for one year in the first 
instance. The studentship, which is of the value of £250, is tenable 
for one or two years and is offered to graduates of the University 
who are either registered medical practitioners or in possession of 
qualifications which in the opinion of the Senate would enable them 
to undertake postgraduate medical research. 

The A. H. Bygott Scholarship for 1949 has been awarded to 
Howard Temple Phillips, M.B., B.S. The scholarship, of the value 
of approximately £100 and tenable for one year at the London School 
of Hygiene and Tropical Medicine, is offered annually for the course 
for the Academic Postgraduate Diploma in Public Health. Candi- 
dates must be registered medical practitioners who are serving in 
public health departments or who intend to enter or have already 
entered the Public Health Service either at home, in the Dominions, 
or in the Colonies. 

Robert Knox, M.D., M.R.C.P., has accepted an invitation to the 
University Chair of Bacteriology, tenable at Guy’s Hospital Medical 
School, from Oct. 1. 

The title of Professor of Bacteriology in the University has been 
conferred on Frederick Robert Selbie, M.D., Ph.D., D.Sc., in respect 
of the post held by him at Middlesex Hospital Medical School. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 


At a meeting of the Council of the College held on July 28, with 
Sir Cecil Wakeley, President, in the chair, it was decided on the 
recommendation of the Faculty of Dental Surgery to institute an 
annual Dental Lecture to be entitled the ‘“* Lord Webb-Johnson 
Lecture ” to commemorate the indebtedness of the dental profession 
to Lord Webb-Johnson. 

Dr. J. Hall Best, President of the Twelfth Australian Dental 
Congress, was elected to the Fellowship in Dental Surgery. 

The Hallett Prize for 1949 was awarded to Graham Roland 
Anderson (Queensland). 

The date of the annual meeting of Fellows and Members was 
arranged for Wednesday, Nov. 9. 

Diplomas of Membership were granted to the 117 recipients of 
the L.R.C.P. whose names \were printed in the report of the meeting 
of the Royal College of Physicians of London in the Journal of 
Aug. 6 (p. 340). . 

Diplomas in Public Health, in Tropical Medicine and Hygiene, and 


_in Medical Radio-Diagnosis were granted, jointly with the Royal 


College of Physicians of London, to the following successful 
candidates : 

DreLomMa IN Pusiic HeattH.—A. Bashir, B. A. Bhatti, Mary 
Brooks, T. H. Elias, J. E. Francis, Joan K. Griggs, W. E. Hadden, 
D. G. Levis, G. K. Lim. 

DIPLOMA IN TROPICAL MEDICINE AND HyGiENne.—J. P. Satterwhite, 
A. F. H. Stewart, S. W. W. Terry. 

DieLoMa IN Mepicat Rapio-D1aGNosis.—D. Chisholm, J. J. 
Wallis. 

The following hospitals were recognized under paragraph 23 of 
the Fellowship regulations: Poplar Hospital, London (resident 
medical officer, resident surgical officer, and senior house-surgeon) ; 
St. Stephen’s Hospital, London (two surgical registrars and one 
house-surgeon); Maidenhead Hospital (resident surgical officer). 


CONJOINT BOARD IN SCOTLAND 


The following candidates, having passed the final examinations, have 
been admitted L.R.C.P.Ed., L.R.C.S.Ed., L.R.F.P.S.Glas: A. E. Barr, 
Margaret H. Batty, Constance E. Belton, W. E. Bennie, M. C. 
Berenbaum, L. H. Berman, D. G. Brown, E. L. R. Brown, W. F. 
Blair, Diana P. M. S. Cargill, S. L. Chinchin, L. I. Davidson, G. M. 
Daya, J. Devine, D. J. Docherty, F. Doherty, Helen E. Ferguson, 
L. M. Foegal, V. Gallone, G. T. W. Gowdie, Joan F. Greaves, 
Muriel S. Hill, D. D. Hillier, J. B. M. Hirst, H. Jackson, J. Jackson, 
R. G. Jacomb, Ruth W. Joelson, Valerie Jones, H. Justitz, J. D. 
Keir, Rosemary C. Kennedy, R. C. Lamberty, V. K. Moodaley, 
D. B. Murray, R. McNeill, G. S. C. Nzegwu, Rosemary A. Page, 
B. Raeburn, Gwyneth Richards, Helen M. Roberts, F. Starer, C. 
Stewart, M. Stock, Christina E. C. Taylor, T. H. Walker, B. T. 
Walters, D. B. S. Watt, D. LI. Williams. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


We print below a summary of Infectious Diseases and Vi isti 
in the British Isles during the week ended July 23. = oTNo ss 
Figures of Principal Notifiable Diseases for the week and those for the 
sponding week last year, for: (a) En 
London (administrative county). (¢ tland. 


are for: (a) The 126 great towns in England and Wales ( 


dash — denotes no cases; a bi 


return available. 


corre- 

d and (a aie oan ny (b) 
e. (e reland. 
Figures of Births and Deaths, and of Deaths recorded under each po ee _ 
. *. * incl i 4 4 

(b) London (administrative county). (c) The 16 principal toma in — 
(d) The 13 principal towns in Eire. (e) The 10 principal towns in Northern Ireland. 
A lank denotes disease not notifiable or no 
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| 1949 
Disease | 
| @ |O/O/@™/\O}] @ |O|O!@/!O 
Cerebrospinal fever .. 28 1} 10) — 
Deaths ‘ws - 2 i, . - -, a . . 
Diphtheria Ba oa 76} 12 4 
oe. Shab Bala “Eo? Bel 
Dysentery a na 90 6 — on 
Deaths cs jn ” a am ss His Mee — an 
Encephalitis lethargica, 
acute oe ae 3} — 1 j—|} — j—}| — Oh an 
Deaths on - —_— 1 
Erysipelas os ae 17} 1 4 
Deaths a “in _ . = oe as Mi 
Infective enteritis or 
iarrhoea under 2 
years ia on 53 30 
Deaths ne - 31 4 3 4 3 344 4 #8 2 1 
Measles * oa -+ | 5,052] 379} 92) 140) 64] 8,501/ 552) 7 
Deathst - ea _ 1j — » oe, by 7 
a — neonatorum 37) 4 fil 1j — 544 5} 19 — | — 
Paratyphoid fever 54) — —_—}|— — a Pe 
Deaths ae ‘ — |— XB) mea: a be ay — po 
Pneumonia, infiuenzal . . 329} 16 1) S|} 8 3 
Deaths (from infiu- so: ays a es 
enza)t “a ee 10) a—|—|— 5 i— | — 
Pneumonia, primary .. 114) 17 122} 30 
Deaths ws - 129} 23 5} 7 127; 22 44 6 
Polio-encephalitis, acute 3} — 6 1 
Poliomyelitis, acute .. 965 771i c' i 2 
Deaths§ on “s 6 1 4 1 _ 
Puerperal fever . . “a —_ 5 1) 17 1 
Deaths - a. 
Puerperal pyrexia|| oa 95} 12} 9} — 2 121; 1 — 
Deaths ma ms —_ . = . , 
Relapsing fever ws —_ |j— tt am fa -— 
Deaths “se és 
Scarlet fever «+ | 1,157] 91] 89) 74) 31] 1,747) 93) 24 4 
Deathsf ‘a - axe | one | ane . oy fay = 
Smallpox ar wv Se ee es eee es 
ths ou o6 ax | aw — 
Typhoid fever .. a 8}; — 3 3} — 13 1 3 1} — 
eaths as ae — |j—|— | — | — an a 
Typhus fever .. a — fae fe fe fens — | — | — | — 2 
Deaths ‘a ie = | a n't ome 
Whooping-cough 2,004; 86) 29) 54) 82] 3,359) 274) 14) 99) 7 
Deaths » ia 3} — | - 1 1 5 1 1]}—|—4 
Deaths (0-1 year) aa 254, 33) 30) 18] 1 253} 35) 45) 14) 14 
Infant mortality rate 
(per 1,000 live births) 
Deaths (excluding still- 
births) “ -- | 3,926] 659} 530) 154) 112] 4,187] 651| 533] 157] 101 
Annual death rate (per 
1,000 persons living) 10-6} 9-5 10-8} 9-8 
Live births ‘a .. | 7,295|1225| 980} 401) 228] 7,863/1370|1012/ 385) 251 
Annual rate per 1,000 
persons living ia 19-7| 24-8 20-4) 24-1 
Stillbirths = - 152} 24) 28 199} 24) 31 
Rate per 1,000 total 
births (including 
stillborn) .. Ee 28 30 



































* Measles and whooping-cough are not notifiable in Scotland, and the returns 
are therefore an approximation a 

+ Deaths from measles and scarlet fever for England and Wales, London 
(administrative county), will no longer be published. 

t Includes pritnary form for England and Wales, London (administrative 
conaty, and Northern Ireland. 

8 number of deaths from poliomyelitis and polio-encephalitis for England 


and Wales, London (administrative county), are combined. 
|| Includes puerperal fever for England and Wales, Eire, and Northern Ireland. 


EPIDEMIOLOGICAL NOTES 


Poliomyelitis 

The total numbers of notifications in England and 

the week ended July 30, 1949, were: poliomyelitis 147" ann 
polio-encephalitis 22 (3).. (Figures for the previous week are 
shown in parentheses.) Counties reporting more than one case 
(poliomyelitis and polio-encephalitis together) were : London 
20 (7), Bedford 2 (0), Berkshire 2 (3), Cambridge 2 (1), Chester 
6 (0), Cornwall 8 (1), Dorset 2 (0), Durham 2 (1), Essex 8 (4) 
Gloucester 3 (2), Hertford 3 (1), Kent 3 (0), Lancashire 12 (8), 
Leicestershire 5 (6), Lincolnshire, Lindsey 4 (1), Middlesex 13 
(11), Nottinghamshire 3 (1), Oxfordshire 2 (0), Southampton 
7 (8), Suffolk West 4 (3), Sussex West 4 (1), Warwick 6 (1) 
Westmorland 2 (0), Yorkshire East Riding 2 (1), Yorkshire 
West Riding 24 (17), Denbigh 2 (0), Glamorgan 3 (0), Mon: 
mouthshire 2 (0). 

The rise in notifications this week has been considerable, and 
it is unlikely that a consistent fall can be expected yet. How- 
ever, in comparison with 1947 the rise this year has been irregu- 
lar, and in the week ended July 26, 1947, corresponding to the 
week under discussion, there were 302 notifications of polio- 
myelitis and 34 of polio-encephalitis. In 1947 the peak was 
reached in the week ended Sept. 6 (thirty-sixth week), but notifi- 
cations in the week ended Aug. 16 (thirty-third week) were 
almost as high, and there was a small recession in the two 
intervening weeks. 

The geographical distribution of the notifications underwent 
little change. The largest centres of infection were Yorkshire 
West Riding 17; Middlesex 10 (Hornsey M.B. 5, Finchley M.B. 
4); Southampton 8 (Southampton C.B. 4); Lancashire 7; 
London 7; Devonshire 7. 


Quarterly Returns for England and Wales 

The birth rate during the March quarter was 17.4 per 1,000 
compared with an average of 18.2 for the first quarter of the 
five years 1943-7. The infant mortality was 40 per 1,000 live 
births and was the lowest rate ever recorded for a first quarter, 
being 1 below the rate for the first quarter of 1948 and 24 
below the average rate of the 10 preceding first quarters. 
The general death rate was 15.0 per 1,000, and was 3.7 above 
the rate for the March quarter of 1948 and 0.2 above the 
five-years average of 1943-7. 


Quarterly Return for Northern Ireland 

The birth rate during the March quarter was 21.8 and was 
1.0 below the average rate for the five preceding first quarters. 
Infant mortality was 55 per 1,000 registered births and was 2 
above the rate for the corresponding quarter of last year but 
16 below the five-years average. The general death rate was 
14.0 per 1,000—an increase of 1.2 on the rate for the March 
quarter of 1948 but 1.6 below the five-years average. There 
were 118 deaths from the principal epidemic diseases; they 
included 49 from influenza, 45 from diarrhoea and enteritis, and 
13 from whooping-cough. Deaths from pulmonary tuberculosis 
numbered 197, and there were 34 from other forms ; these were 
39 and 31 respectively below the average for the five preceding 
first quarters. 

Quarterly Return for Eire 

A birth rate of 21.9 per 1,000 was recorded during the March 
quarter. This was 0.3 above the rate for the preceding first 
quarter. Infant mortality was 55 per 1,000 registered births and 
was 8 below the rate for the March quarter of 1948. The 
general death rate was 14.7 per 1,000 and was 0.5 above the 
rate for the preceding first quarter. Deaths from the principal 
epidemic diseases numbered 125, and included 72 from 
diarrhoea and enteritis, 35 from whooping-cough, and 12 from 
measles. Deaths from pulmonary tuberculosis numbered 631, 
from other forms 153 ; these were 61 and 11 respectively below 
the totals for the first quarter of 1948. 


Discussion of Table 
In England and Wales decreases in the number of notifications. 
were reported for measles 324, whooping-cough 180, diphtheria 
28, and acute poliomyelitis 16, while increases were notified 
for scarlet fever 114 and dysentery 22. 
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The largest falls in the notifications of measles were London 


111, Lancashire 68, and Devonshire 61, while the largest rise in 
incidence was Kent 56. The only large variations in the local 

nds of scarlet fever were rises in Yorkshire West Riding 31 
and London 25. The chief features of the returns of diphtheria 
were decreases in London 10 and Warwickshire 9 and a rise 
of 8 in Cheshire due to an outbreak of 7 cases in Birkenhead 
CB. The only fluctuation of any _size in the returns for 
whooping-cough was a decrease of 30 in Lancashire. ; 

The chief centres of paratyphoid fever were Lancashire, 
Liverpool C.B. 25, and Cheshire, Birkenhead C.B. 11. The rise 
in dysentery was mainly due to Lancashire, where the notifica- 
tions rose from 5 to 26 (Oldham C.B. 12 and Liverpool C.B. 11). 
A further 33 cases of dysentery were reported from the outbreak 
in Warwickshire, Warwick R.D. Of the 172 cases of food- 
poisoning 82 were notified in Yorkshire West Riding. _ 
In Scotland a decrease occurred in the number of notifica- 
tions of measles 57 and scarlet fever 16 ; increases were reported 
for dysentery 21 and diphtheria 8. The rise in dysentery was 
contributed by Glasgow, where the notifications rose from 15 
‘ ae decreases were recorded in the number of notifications 
of measles 64, whooping-cough 46, and diarrhoea and enteritis 
18. An outbreak of 23 cases of measles was notified from 
Kerry, Listowel R.D. 

In Northern Ireland the only fluctuation of any size in the 
returns for the country was a decrease of 38 for measles. 


Week Ending July 30 
The notifications of infectious diseases in England and Wales 
during the week included : scarlet fever 1,045, whooping-cough 
1,795, diphtheria 98, measles 4,266, acute pneumonia 263, 
cerebrospinal fever 27, acute poliomyelitis 147, dysentery 94, 
paratyphoid fever 50, typhoid fever 3. 


Medical News 


Visit to Canada and the U.S.A. 

Sir Lionel Whitby, Past President of the B.M.A., is visiting 
Canada and the U.S.A. from the middle of August to the begin- 
ning of October, and will attend a number of Divisional 
Meetings of the Canadian Medical Association, including the 
Maritime States. 


Contaminated Pears 

The Ministry of Food states that some pears now arriving 
from Italy still retain a slight trace of an antiparasitic spray. 
We understand that the spray contains a small amount of 
arsenic. It can be removed by wiping with a cloth, and the 
health authorities are examining all the pears now arriving to 
ensure that this is done where necessary before the fruit is 
offered to the public. The Italian authorities have taken steps 
to prevent further affected fruit from being exported. 


New Diploma in Psychological Medicine 

The Royal Medico-Psychological Association will hold the 
first examination for its diploma in psychological medicine in 
November this year. Applicants should apply before Sept. 1 
to the Registrar, Southfield, Shipton Road, York. Applications 
for recognition as training schools for the diploma should be 
sent to the Secretary of the Association, 11, Chandos Street, 
Cavendish Square, London, W.1. Further information about 
the examination may be obtained from the same address. 














— 


British Society of Periodontology 

This society has recently been formed for the purpose of 
promoting the study of periodontology. Dr. E. W. Fish has 
been elected president. The society will provide the means 
for those interested to meet and discuss their problems. It 
will meet during the winter months, and papers, communica- 
tions, or demonstrations will be presented. The initial member- 
ship is about forty. Correspondence may be addressed to the 
hon. secretary at the Institute of Dental Surgery, Eastman 
Dental Clinic, Gray’s Inn Road, London, W.C.1. 


N.A.P.T. Scholarship for Scottish Nurse 

A scholarship of £100 to £150 will be awarded by the National 
Association for the Prevention of Tuberculosis to a registered 
female nurse working at the time of her application in a hos- 
pital in Scotland. The scholarship will enable her to spend a 
period of from three to six months in postgraduate study in 
hospitals or clinics in (a) Scotland, (b) England, or (c) Scan- 
dinavia. Candidates should state age, qualifications, previous 
experience, and reasons for wishing to do postgraduate work 
in tuberculosis, and should affirm their intention to continue in 
tuberculosis work after attaining the scholarship. Application 
should be made by Nov. 1 to Miss A. J. Weir, Scottish 
Secretary N.A.P.T., 65, Castle Street, Edinburgh, 2. 


Second Century 

The Registrar-General’s Return for the quarter ended 
March 31, issued on Aug. 5, is, No. 401, and inaugurates 
the second century of its publication. The statement which 
appeared in the first of these Returns is of even more signifi- 
cance now than it was then: “The present arrangement will 
show, at short intervals, how many marry, how many are born, 
and how many die in England ; and will thus appear in time 
to enable the public and the Legislature to take- the indications 
which the returns may furnish into account in the conduct of 
affairs.” Some results of the sample Sickness Survey included 
in it are published in the Supplement at p. 79. 


Rationalist Press Association 

The fourth Annual Conference of the Rationalist Press 
Association was held at Oxford on Aug. 5-9. Dr. Alice M. 
Stewart said that during the last five years a few medical 
schools in this country had established departments of social 
medicine in an attempt to bridge the gap between hospital and 
domiciliary medicine. At present over 90% of the teaching 
was done by specialists who were concerned with the minutiae 
of disease but need have no first-hand experience of general 
practice. There was a tendency for medical students, the 
majority of whom were destined to become general practi- 
tioners, to overrate the importance of diagnosing and treating 
established disease, and to underrate the importance and also 
the interest of preventive medicine. Departments of social 
medicine provided a setting in which clinicians mjght work 
outside hospitals and yet retain contact with medical students. 
They should therefore be in a unique position to institute 
new lines of research and to explore new methods of teaching. 
At present they were finding difficulty in obtaining full co- 
operation from other departments which are slow to recognize 
the need for fundamental reform. Dr. C. P. Blacker said that 
recent preoccupations with declining fertility had closed their 
eyes to the fact that over much of the world the Malthusian 
dilemma still pressed. The possible effects of birth control 
methods in backward countries must be considered. Parental 
instincts, dissociated from their sexual precursors, would 
increasingly determine fertility. Few social innovations were 
unreservedly beneficial, and new problems might emerge. 
Surgeon Vice-Admiral Sir Sheldon F. Dudley said that our 
boasted and boosted National Health Service was in reality 
a medical or ill-health service, an institution for taking care 
of the sick and unhealthy at the expense of the healthy. It 
would require years of experimental research by sociologists 
and psychologists before we could hope to discover what degree 
and kind of social security would produce the greatest health 
and energy for the greatest number of the citizens. 


Institute of Venereal Disease Technicians 

The inaugural conference of the Institute was held at Man- 
chester on July 23, and was attended by representatives from 
each regional hospital area. Mr. R. A. Henderson, the 
honorary secretary, said that the primary function of the 
Institute would be the recruitment, training, and setting of 
professional examinations for selected State-registered nurses, 
with the object of producing a highly skilled V.D. technician 
of a standard and quality which venereologists would have 
confidence in. Before they could get recognition they must 
have the support and approval of the venereologists. 
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Diabetics and Sweet Rationing 

When sweet rationing is started again on Aug. 14 diabetic 
patients will still be able to obtain packets of glucose tablets 
for use in emergency without surrendering personal points. 
These tablets are prepared specially for medicinal use, and 
chemists should reserve them for customers whom they know 
to be diabetic. By the terms of the new Ministry of Food 
Order patients will not be able to have glucose barley sugar 
ordered for them on Forms E.C.10. A doctor may, if he wishes, 
give a patient an “approved order” (not being an E.C.10), 
which may be taken to a chemist only and the barley sugar 
obtained on payment by the patient. 


Medical Library Association 

The 48th annual meeting of the Medical Library Association 
was held at Galveston, Texas, on April 10-14. It was announced 
that an “Interim List of U.S.A. and Canadian Holdings of 
German Medical and Dental Periodicals, 1939-48 ” would be 
ready for distribution within a few months. Officers elected 
for the year 1949-50 were : president, Dr. Sanford V. Larkey, 
librarian, Welch Medical Library, Baltimore ; vice-president 
(president-elect), Miss Marjorie J. Darrach, librarian, Medical 
Science Department, Detroit Public Library ; honorary vice- 
president, Admiral George W. Calver, physician to Congress. 
Washington, D.C. ; secretary, Miss Helen Hlavnac, New York 
University, College of Dentistry Library ; treasurer, Mrs. Edith 
Dernehl, librarian, Marquette University Medical Library, 
Milwaukee, Wisconsin. The 49th annual meeting will be held 
at Boston in June, 1950. 


Medical Sickness Society 

The annual general meeting of the Medical Sickness, 
Annuity and Life Assurance Society, Limited, was held in 
London on July 25. Mr. R. J. McNeill Love, chairman of 
directors, said that the society had been able to help many 
of its members both by advice on the difficult questions which 
arose out of the Superannuation Regulations and by devising 
new policies to meet the altered conditions. Their widow’s 
protection and pension protection policies had solved the 
problems of many doctors who were concerned with the lack 
of provision for their wives and children under the new Service. 
They had decided to abolish the war clause in all their policies. 
They had also decided to abolish extra premiums for residence 
overseas in any capacity, save in very exceptional circumstances. 
There was now no extra premium for those serving in H.M. 
Forces. These remarks applied only: to life assurance policies, 
but they had also made substantial concessions as regards sick- 
ness insurance for those who reside overseas. In approved 
cases, although the policy limited benefit to residence in the 
United Kingdom, they were allowing full cover in other parts 
of the world, subject to reconsideration at the end of five years. 
A private limited company, the Medical Sickness Finance 
Corporation, Ltd. (see Journal, July 23, p. 239), had been 
incorporated with a capital of £25,000 in £1 ordinary shares. 
The corporation operated from the society’s offices. The 
facilities were available not only for members of the society 
but for all medical and dental practitioners, and in approved 
cases those connected with the professions. Advances were 
made on cars and on medical and dental equipment, and it 
would be found that the rates of interest charged were far 
lower than those usually required by ordinary commercial 
companies. 


COMING EVENTS 


International Union of Nutritional Sciences 


In connexion with meetings of the Committee of the Inter- 
national Union of Nutritional Sciences, to be held in Copen- 
hagen on Sept. 12 and 14, some scientific sessions will be held, 
as well as visits to institutes near Copenhagen of interest to 
nutgitionists, between Sept. 12 and 16 inclusive., Those interested 
are invited to communicate with Professor H. Dam, Biology 
Department, Polytechnic Institute, Ostervoldgade, 10 L Il, 
Copenhagen, Denmark, or with Dr. Torben K. With, Rigshos- 
pitalet, Copenhagen, Denmark. 


————— 


Bengué Memorial Lecture 

Professor René Sand, Professor of Social Medicine in the 
University of Brussels, will. deliver the Bengué Memorial 
Lecture at the Royal Institute of Public Health and Hygiene 
28, Portland Place, London, W., on Thursday, Sept. 15 at 
3 p.m. His subject is “ World Trends in the Teaching of Social 
Medicine and Public Health.” 


Symposium on Amino-acids and Protein Hydrolysates 

The Food Group of the Society of Chemical Industry has 
arranged a symposium on amino-acids and protein hydro- 
lysates to be held at Senate House (William Beveridge Hall) 
University of London, Bloomsbury, W.C., on Sept. 28, 
29, and 30. The programme is as follows: Sept. 28, 
6 p.m., opening address by Professor E. C. Dodds, ERS. 
Sept. 29, 10.30 am. Mr. K. Bailey, Ph.D., “Some 
Features of the Amino-acid Composition of Proteins” ; Dr, A. 
Neuberger, “Properties of Proteins”; Mr. G. R. Tristram, Ph.D. 
“ Amino-acid Analysis.” 6 p.m., Mr. E. C. Barton-Wright. 
D.Sc., “The Microbiological Assay of Amino-acids ” ; Mr. 
R. L. M. Synge, “Chromatographic Methods in Amino-acid 
Analysis” ; Mr. C. H. Lea, Ph.D., “ The Role of Amino-acids 
in the Deterioration of Food—the Browning Reaction.” 
Sept. 30, 10.30 a.m., Messrs. C. Ockrent, Ph.D. R. O. 
Atkinson, and C. Simons, Ph.D., “ Methods for the Manufac- 
ture of Amino-acids” ; Mr. S. M. Partridge, Ph.D., “ Displace- 
ment Chromatography as a Preparative Method for Amino- 
acids.” 2.30 p.m., Messrs. G. M. Dyson, Ph.D., and E. M. 
Bavin, B.Sc., ““ The Preparation of Protein Hydrolysates ” ; Mr. 
H. G. Rees, Ph.D., “ Applications of Amino-acids and Protein 
Hydrolysates in the Food Industry.” 6 pm., Dr. D. P. 
Cuthbertson, “Amino-acids and Protein MHydrolysates in 
Human and Animal Nutrition.” An open discussion will 
follow each session. The registration fee for participation in 
the whole symposium is 10s., payable to the Society of 
Chemical Industry, 56, Victoria Street, London, S.W. 


Course in Public Health and Industrial Health 

The Royal Institute of Public Health and Hygiene announces 
that the next course of instruction for the Certificate in Public 
Health and for the Diploma in Industrial Health (Part 1) will 
commence on Sept. 30. Full details may be obtained from 
the secretary of the Institute, 28, Portland Place, London, 


W.1. 








BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Conway.—On July 19, 1949, at Glasgow, to Dr. Lilian I. Conway (née Donald), 

» wife of Dr. Hugh Conway; M R.C.P., a daughter. 

Johnson.—On July 7, 1949, at Kuala Belait Hospital, Brunei, Borneo, to Betty 
Jane (née Powell), wife of Dr. A. W. Johnson, a son. 

Nauth-Misir.—On July 25, 1949, at Oldchurch Hospital, Romford, Essex, to 
Iris (née Hall). wife of Dr. T. N. Nauth-Misir, M.B., M.R.C.P., D.C.H., a 
son—Nigel Isridutt. 

Seward.—On July 10, 1949, at the Charlton Nursing Home, Plymouth, to 
Margaret Mary (née Vaughan), wife of F W. R. Seward, M.R.C.S., L.R.C.P., 
of Redlands, Bridgetown, Totnes, Devon, a daughter—Suzanne Margaret 


Linda. 
MARRIAGES 
Evans—Mitchell.—On July 31, 1949, quietly, at the Church of the Ascension. 
Blackheath, Dr, Carlton John Evans, of Lewisham, to Dr. Alexa Mitchell, 
of New Cross. 


Harris—Burr.—On August 2, 1949, in London, Nigel H. Harris, B.A., M.B., 
B.Chir., of Grimsby, Lincs, to Elizabeth Burr, of Hallingbury, Herts. 


DEATHS 


Butier.—On July 29, 1949, Hedley Ormonde Butler, M.B., B.Ch., late of 
Chiswick. ; 

MacKenzie.—On July 25, 1949, at Croit Mbhairi, Tain, Ross-shire, Colin 
MacKenzie, M.B., Ch.B. 

O’Neill.—On July 27, 1949, at North Cheam, Surrey, William O'Neill, M.B., 
B.Ch., D.M.R.E., aged 57. 

Rosser.—On Ju'y 25, 1949, Richard Picton Rosser, M.B., Ch.B., of 3, Royal 
Chase, Tunbridge Wel!s, Kent, formerly of Darlington. 

Southey.—On July 21. 1949, at 111, Tonbridge Road, Maidstone, Herbert 
Watson Southey. M.R.C.S., L.R.C.P., aged 81. 7 

Wagstaff.—On July 25, 1949, at a nursing-home, Charles Bertrand Wagstaff, 
M.R.C.S., L.R.C.P., of 15, Huntly Road, Bournemouth. 

Williamson.—On July 23, 1949, at Grimsby and District General Hospital, 
Jessie, the dearly loved wife of Dr. Joshua Williamson, of Cleethorpes, 
Lincolnshire, aged 71. 
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Any Questions ? 








saa 
Correspondents should give their names and addresses (not for 
publication) and include all relevant details in their questions, 
which should be typed. We publish here a selection of those 
questions and answers which seem to be of general interest. 


Blood—Brain and Meningeal Barriers 


Q.—What is meant by the “ blood-brain barrier,’ and in 
view of the rich capillary ramification present in the brain 
how does it interfere with the entry of antibiotics to the nerve 
cells? Also, what does the term “ meningeal barrier” mean ? 


A.—The blood-brain barrier is the physiological mechanism 
which determines which substances can pass from the blood 
to the brain parenchyma and in what concentration. Oxygen 
and glucose are examples of substances which cross the barrier 
readily, while the bile pigments circulating in the blood in 
obstructive jaundice are an example of those that cannot. Akin 
to, but distinct from, the blood-brain barrier is the blood- 
cerebrospinal-fluid or “meningeal” barrier. This determines 
which substances can pass from the blood to the cerebrospinal 
fluid. 

The mode of action of neither the blood-brain nor the 
blood-cerebrospinal-fluid barrier is as yet fully understood. 
Experimental work with dyes, however, suggests that the elec- 
trical charge on the ionized molecule plays an important part. 
Thus certain basic dyes, bearing a negative charge, when injected 
into the blood stream will stain the cerebrospinal fluid but not 
the brain, while acid dyes, carrying a positive charge, will stain 
the brain but not the cerebrospinal fluid. This factor is 
probably more important than the actual size of the molecule. 

Most of the work on antibiotics has been concerned with 
their ability to pass the blood-cerebrospinal-fluid or “ menin- 
geal” barrier. This ability has proved to be very variable. 
For example, sulphadiazine passes the barrier more readily than 
does sulphathiazole, while the threshold for both penicillin and 
streptomycin is extremely high. Again, active inflammation 
of the meninges tends to increase the permeability of the 
blood-cerebrospinal-fluid barrier, but in different degrees for 
different substances. Thus, in active meningitis the passage of 
arsenicals from blood to cerebrospinal fluid is slightly facili- 
tated, that of streptomycin is considerably increased, while that 
of penicillin is not significantly affected. The ease with which 
antibiotics can cross the blood-brain barrier is technically much 
more difficult to estimate ; there is accordingly very little accur- 
ate information available on this subject. It seems possible, 
however, that penicillin may enter brain tissue more readily than 
it enters the cerebrospinal fluid. 


‘ Transitory Retrobulbar Neuritis 


Q.—What may be the cause, apart from disseminated sclero- 
sis, of a transitory attack of retrobulbar neuritis ? 


A.—In cases of transitory retrobulbar neuritis the differential 
diagnosis is from functional disease, local pressure on the nerve, 
or a vascular lesion either local or intracranial. Various authors 
differ in ascribing causes for retrobulbar neuritis, one. stating 
that nasal disease heads the list, another that focal sepsis is the 
main cause, and a third that disseminated sclerosis overshadows 
all others. It is important to remember that there is a natural 
tendency to spontaneous recovery, and so the application of 
any remedial measure may be followed by recovery, suggesting 
a wrong aetiology. A transitory retrobulbar neuritis may result 
from either a rapid spontaneous recovery or transitory activity 
of the causative factor. The usual causes of the condition may 
be given as disseminated sclerosis, alcohol and tobacco, diabetes, 
pernicious anaemia, syphilis, plumbism, post-partum haemor- 
rhage, sepsis, inflammation of surrounding orbital tissue, dis- 
turbances in nutrition, pregnancy, and menstrual disorders. 
Some attempt has been made in this list to indicate the frequency 
of the causes, but this is not put forward as incontrovertible. 


Deficiency of 11-Corticosteroids 
Q.—A woman suffering from Addison’s disease appears to 
have a deficiency of the I11-corticosteroids, and perhaps the 
ts yet not isolated group of adrenal hormones. In her case 


salt and water balance is easily upset, and she develops symp- 


tams of potassium deficiency on low doses of cortical extract. 
Are the synthetic 11-corticosteroids yet available ? 


A.—This clinical picture is not infrequently met with— . 
that is, one in which hypoglycaemia and lack of well-being 
appear to be more important than the salt and water depletion. 
The pure 11-corticosteroids are not available as such. They 
are present in some degree in the usually obtainable cortical 
extracts, and they occur in much higher concentration in a 
relatively new lipid adrenal extract made in the U.S.A. but not 
yet commercially available in this country, probably because 
of currency exchange difficulties. 


Fertility with Advancing Years 


Q.—Is there any basis for the belief that the fertility of 
woman decreases progressively after a certain age, usually 
placed in the region of 30? As ovulation occurs only once 
in each menstrual cycle, and as this normally continues to about 
45 or later, one would expect the chances of conception to be 
the same throughout the years of normal menstruation. 


A.—Observations carried out among various races all go to 
show that fertility decreases progressively long before the meno- 
pause, and, moreover, it is not fully developed for some con- 
siderable time after puberty. In white women fertility is rela- 
tively low until the age of 17 or 18 years, reaches a maximum 
at 20 to 25 years, falls slowly up to the age of 35 years, and 
thereafter rapidly. Although such statements are based largely 
on a study of the marriage—conception interval at different ages, 
without allowance always being made for other factors which 
may be concerned, and although there are individual exceptions, 
they are generally accepted. 

Contrary to the implication in the question, regular menstrua- 
tion does not necessarily mean regular ovulation, and it seems 
likely that all women occasionally have anovular cycles. The 
frequency of this phenomenon remains uncertain, but it is com- 
mon, if not the rule, during the years immediately after the 
menarche, and it occurs more often after the age of 40 than 
during the more fertile years. Sometimes it appears to be the 
cause of sterility in young women, and it is generally assumed 
to be the main cause of physiological low fertility at the 
extremes of reproductive life. Nevertheless, other factors may 
be concerned—alterations in the function of the cervix and the 
body -of the uterus, the age of the husband, the decreased 
frequency of coitus with advancing. years, etc. The subject of 
physiological infertility as it affects animals and the human 
being is dealt with by M. F. Ashley Montagu in Adolescent 


Sterility (1946, Illinois). 


“Irritable Eyelids ” 


Q.—A professional woman aged 44 has been suffering for 
over eight weeks from “irritable eyelids.’ The itching is 
particularly marked at night, but during the premenstrual 
period it is very intense even during the day. There is a 
history of other allergic manifestations and vasomotor disturb- 
ances. Calcium injections have proved ineffective ; ‘‘ benadryl” 
has given only occasional and temporary relief. Can you 
suggest further treatment? Is any hormonal therapy indicated, 
in view of the premenstrual exacerbations ? 


A.—One would suggest in the, first place a complete 
ophthalmological examination, as astigmatism, early presby- 
opia, and other eye conditions may sometimes cause this 
condition. these are excluded, skin reactions to the com- 
mon inhalants (pollens, house dust, feathers, orris root, and 
moulds) and to the common and seasonal foods should be 
tested as a guide to the possibility that the irritation is due to 
the atopic type of allergy. Contact dermatitis might also be 
considered. Hazen (Arch. Derm. Syph., 1944, 49, 253), in a 
series of 36 cases of dermatitis confined to the eyelids, found 
the following to be offenders: nail lacquer, orange peel, carbon 
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paper, wave-setting lotion, hair dye, face powder, dog hair, 
cold cream, sulphur ointment, ammoniated mercury, and soap 
powder. Premenstrual exacerbations of allergic reactions are 
not unusual, and are presumably due to increased oedema of 
the tissues at this time. Hormonal therapy is in general dis- 
appointing, but stilboestrol is worth a trial. Symptomatically, 
one of the other antihistaminic drugs, such as “ phenergan ” 
(“ 3277 R.P.”) or “anthisan ” (pyranisamine maleate), might be 
worth trying. 


Medical Treatment of Myopia 


Q.—Is there any evidence that calcium lactate and para- 
thyroid extract are of use in preventing the progress of 
myopia in children? If so, what dosage should be given, 
and for how long should treatment be continued? Is the 
parathyroid extract likely to cause any glandular disturbance ? 


A.—The medicinal treatment of myopia was in vogue several 
years ago but is not now much used. It would appear that the 
results in the past with calcium and parathyroid extract have 
not been encouraging. In these days chief reliance is placed 
on ordering a full correction at as early an age as possible. The 
glasses should be worn all day long. 


Toxic Effects of “ Diparcol ” 


Q.—Are there any dangers associated with the administra- 
tion of the new drug “ diparcol” in the treatment of Parkinson's 
disease ? 


A.—Toxic effects which have been noted with “diparcol ” 
(diethylaminoethyl-N-thiodiphenylamine) are somnolence, a 
slight feeling of drunkenness, and sometimes, though rarely, 
severe vertigo. These call for a reduction, possibly only tem- 
porary, in the dosage of the drug. A more distressing com- 
plaint, again rare and a sign of overdosage, is a temporary or 
almost complete paralysis, but this passes off in a matter of an 
hour. The drug sometimes also produces a temporary aggrava- 
tion of Parkinsonian symptoms. The French workers who 
introduced this drug reported a fatal case of agranulocytosis, 
but considered this to be due to other drugs used at the same 
time ; nevertheless, an occasional check on the leucocyte count 
is probably desirable. In debilitated patients, if the drug is 
stopped suddenly some degree of “collapse” may occur, and 
for this reason its administration should always be tailed off 
gradually. The same applies to its substitution for any of the 
solanaceous alkaloids: the change-over should be gradual. The 
two may safely be given together for a time. It is best to 
follow accurately the gradually increasing scale of dosage 
recommended by the makers. 


Pus Cells in Semen 


Q.—The semen of a man aged 36, married ten years but with 
«no children, is coloured yellow ; motile sperms are absent, but 
there are a number of pus cells. The colour change is only 
recent. There is no history of venereal disease or trauma, but 
six months ago the testicles ached continuously for three weeks. 
There are no other signs and symptoms and the urine is clear. 
What is the cause? What investigations do you advise, and is 
there any treatment ? 


A.—An attempt must first be made to discover the source 
of the pus cells in the semen. These may come either from 
infection of the prostate or vesicles, or else from a low-grade 
infection of the seminiferous tubules themselves. To exclude 
the former, cultures should be made of the urine passed after 
prostatic and vesicular massage. If nothing is grown from this, 
the semen itself should be cultured and the infecting organisms 
identified. But it is quite likely that what have been regarded 
as pus cells are actually spermatocytes exfoliated from the 
tubules. The cause of this may be some systemic or consti- 
tutional departure from health, which may be discovered by 
a careful medical overhaul. If nothing is revealed, a biopsy 
should be carried out to discover the exact state of the testicle. 
The outlook is poor, but, should the biopsy specimen reveal 
healthy testicular tissue, an attempt may be made to stimu- 
late spermatogenesis by injections of chorionic gonadotropin 
prepared from pregnant mare’s serum. 


NOTES AND COMMENTS 


Vaccination.—Dr. F. W. A. Fossery (Bristol) writes: I beg a smal} 
amount of your space to comment on the practice of vaccination 
as done by too many qualified doctors. Vaécination is compulsory 
for entry into the U.S.A. Too often have I to treat badly swollen 
septic arms, caused by bad technique. The method of choice is: 
(1) to cleanse the skin ; (2) drop (by any means, even gravity) a smal? 
bead of vaccine lymph on the chosen site; (3) puncture the skin 
through the bead, and wipe off excess; (4) do not cover. This is 
all that is required to produce immunization and avoids the crippling 
unnecessary secondary sepsis favoured by covering the site. The 
international certificate requires a notation of the “ reaction ” (and 
this is more important than the fact of vaccination for entry into the 
U.S.A.), and the wording of the certificate should be quite accurate 
—i.e., (1) reaction of immunity ; (2) vaccinoid ; or (3) typical primary 
vaccinia. The term “ successfully vaccinated ” merely means that 
a needle has been passed over the skin. A certificate of “no 
reaction ” is a reflection on the powers of observation of the doctor 
who certifies it. 


Deafness after Penicillin Injection—Dr. JoHN S. MEIGHAN (Bridge 
of Weir, Renfrewshire) writes: I recently had a patient, a man in early 
middle age, who complained of transient deafness and faintness 
following the intramuscular injection of a half mega unit of the 
sodium salt penicillin dissolved in 1.5 ml. of apyrogenic water. Three 
subsequent injections had no such effect, but he was made to lie down 
immediately after them. I would be very interested to know if 
anyone else has had this experience. 


Bee-stings.—Dr., ALFRED R. HarGREAvES (C.M.S. Hospital, Gaza, 
Palestine) writes: Having been a bee-keeper for nearly 50 years I was 
interested in the question and answer on bee-stings (“‘ Any Ques- 
tions ? ” June 11, p. 1061). I would like to add to your expert’s advice 
by suggesting that the best way to remove the sting, which, by the 
way, is barbed, is to scrape it out with the edge of a pocket knife. To 
pick it out with the fingers would only squeeze more of the venom 
into the victim. I always keep my open pocket knife handy when 
manipulating them. For treatment of the sting itself I find a drop 
of honey on the spot is very effective. I can imagine that there is 
more to this than mere hypertonicity and osmosis. 


Adrenaline and Blood Pressure.—Professor HENRY BARCROFT and 
Dr. H. Konzett write from St. Thomas’s Hospital, London, S.E.: 
In the answer in “ Any Questions?” (July 9, p. 111) it is 
stated that isopropyl-nor-adrenaline (“ aleudrin,” “* aludrin,” “ neo- 
epinine,” ‘‘ neodrenal ’”’) causes a fall of blood pressure even when 
injected intravenously. This is so in anaesthetized animals’; in man 
(unanaesthetized), however, it caused a rise in the systolic pressure 
and a fall in the diastolic without much change in the mean pressure.’ 
During inhalation of therapeutic doses of isopropyl-nor-adrenaline the 
arterial blood pressure is usually unchanged, In the isolated perfused 
dog’s lung, administration of isopropyl-nor-adrenaline by means of 
an inhaler caused a slight fall of pulmonary arterial pressure.’ 
Whether this happens in man is not yet known. 

REFERENCES 
1 Konzett, H., Klin. Wschr., 1940, 19, 130 


1303. 
2 Barcroft, H., and Konzett, H., J. Physiol., 1949. (Infpress.) 
3 Heb., C., and Konzett, H., J. Pharmacol., 1949. (Inspress.) 


Corrections ° 


The editor of the Medical Directory has pointed out that his 
address should have been given in the letter published in the Journal 
of July 30 (p. 284). Doctors who have mislaid or not received the 
schedule can obtain a duplicate by writing to the Medical Directory, 
104, Gloucester Place, London, W.1. ; 

The price of Bailey and Love’s Short Practice of Surgery 1s 
52s. 6d..per set, and not 32s. 6d. as stated. 
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